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stances syncope has been reported 
when high doses were used. While 
withdrawal symptoms following dis- 
continuation of Librium have not 
been reported when recommended 
dosages have been employed, abrupt 
cessation after prolonged overdos- 
age (300 to 600 mg daily for more 
than 5 months) has produced with- 
drawal symptoms similar to those 
seen with barbiturates or meproba- 
mate (including convulsions). Caution 
must therefore be exercised in pre- 
scribing Librium for individuals 
known to be addiction-prone, or 
whose history suggests that they 
may increase the dosage on their 
own initiative. Paradoxical reactions, 
i.e., excitement, stimulation, eleva- 
tion of affect and acute rage, have 
been reported in a few psychiatric 
patients; these reactions may be 
secondary to relief of anxiety and 
should be watched for in the early 
stages of therapy. 


In certain patients — particularly the 
elderly and debilitated —there have 
been occasional reports of ataxia and 
drowsiness. While these effects can 
be avoided in almost all patients by 
proper dosage adjustment, ataxia and 
drowsiness have occasionally been 
observed at the lower dosage ranges. 
In addition, there have been isolated 
instances of minor skin rashes, nau- 
sea and constipation, as well as re- 
ports of both increased and decreased 
lipido. Such side effects have been 
infrequent and have been readily 
controlled with reduction of dosage. 
The necessity of discontinuing ther- 
apy because of undesirable effects 
has been very rare. 


PRECAUTIONS—In elderly, debilitated 
patients, it is important to limit the 
dosage to the smallest effective 
amount to preclude the development 
of ataxia or oversedation (not more 
than 10 mg per day initially, to be 
increased gradually as needed and 
tolerated). As is true of all CNS- 
acting drugs, until the correct main- 
tenance dosage is established, 
patients receiving Librium should be 
advised against possibly hazardous 
procedures requiring complete men- 
tal alertness or physical coordina- 
tion. While there has been no clinical 
evidence of complications following 
the concomitant administration of 
Librium and other psychotropic 
agents, in general such combined 
therapy is not recommended. If com- 
bination therapy seems indicated, 
careful consideration should be given 
to the pharmacology of the agents 
to be employed with Librium —par- 
gen when the known potentiat- 
ing. compounds such as the MAO 

ibitors and phenothiazines are to be 
used. The usual precautions in treat- 
ing patients with impaired renal or 
hepatic function should be observed. 


As a service to the prescribing phy- 
sician, above is a complete state- 
ment of dosage, side effects and 
precautions as set forth in the basic 
product literature. 


PACKAGING: Capsules, 10 mg, green 
and black; 5 mg, green and yellow — 
bottles of 50 and 500; 25 mg, green 
and white — bottles of 500 and 5000. 


Extensive clinical experience in the United 
States and Europe demonstrates that Lomotil 
provides prompt and positive symptomatic con- 
trol of diarrhea. 

Lomotil possesses a highly efficient antiperi- 
staltic action. It controls diarrhea with few or 
none of the undesirable side effects of many 
other commonly used antiperistaltic agents. 

In the control of diarrhea, Lomotil offers 
safety, efficacy and greater convenience. 


DOSAGE: The recommended initial dosage for 
adults is two tablets (2.5 mg. each) three or four 
times daily, reduced to meet the requirements 


of each patient as soon as the diarrhea is under 
control. Maintenance dosage may be as low as 
two tablets daily. Lomotil, brand of diphenoxy- 
late hydrochloride with atropine sulfate, is sup- 
plied as unscored, uncoated white tablets of 2.5 
mg., each containing 0.025 mg. (4400 grain) of 
atropine sulfate to discourage deliberate over- 
dosage. 

Recommended dosage schedules should not 
be exceeded. 


G.D. SEARLE «& co. 


CHICAGO 80, ILLINOIS 
Research in the Service of Medicine 


201 
In convenient tablet form... 
ILity 
Qa “eee, \ Stops diarrhea promptly 
Now an exempt preparation under 
revised Federal Narcotic Laws 


Senoko 


OVER ONE HUNDRED SCIENTIFIC STUDIEST 
by investigators covering problems of consti- 
pation and bowel evacuation in every major 
branch of the profession—give unprecedented 
support to SENOKOT Tablets and Granules 
— the largest bibliography of any laxative. 


ACCURATELY DEFINED MECHANISM OF 
ACTION—SPECIFIC TO THE COLON Neuro- 
stimulation of the myenteric plexus of Auer- 
bach, producing physiological colonic peri- 
stalsis and natural defecation—without motility 
disturbance of the stomach or small intestine. 


VIRTUALLY NO REPORTS OF GRIPING Co- 
lonic activity within normal limits, avoiding 
hyperperistaltic turmoil. 


VISUAL EVIDENCE OF A NORMAL MUCOSA 
Clinical sigmoidoscopy and experimental tis- 
sue studies, microscopically, reveal no evi- 
dence of contact irritation. 


VERSATILE THERAPEUTIC Predictable, 
effective bowel evacuation in both simple and 
chronic constipation. Ideal in the treatment 
of refractory and secondary constipation of 
drug therapy. 


EFFECTIVE ‘REHABILITATION’ OF BOWEL 
FUNCTION Controlled clinical studies demon- 
strate that the flexible dosage of ‘Senokot’, 
when properly programed, offers laxation with 
“bowel re-education” in many chronically con- 
stipated patients. 


PATIENT ACCEPTANCE... 
Its outstanding cocoa flavor is s/ne gua non. 


Cocoa-flavored granules — DOSAGE: Adults — 1 to 2 tea- 
spoonfuls nightly. Children — '/2 to 1 teaspoonful nightly. 
SUPPLY: 16, 8 and 4 ounce canisters. Smali, easy-to- 
swallow tablets. DOSAGE: Adults — 2 to 4 tablets nightly. 
Children — 1 to 2 tablets nightly. SUPPLY: Bottles of 100. 


tComplete bibliography upon request. 


IN CONSTIPATION 


Senokot 


STANDARDIZED CONCENTRATE OF TOTAL ACTIVE PRINCIPLES 
OF CASSIA ACUTIFOLIA PODS, PURDUE FREDERICK 


THE PURDUE FREDERICK COMPANY 


135 CHRISTOPHER ST., NEW YORK 14, NEW YORK 
DEDICATED TO PHYSICIAN AND PATIENT SINCE 1892 


1961, THE PURDUE FREDERICK COMPANY 


| | 


VoL. 35, No. 3 MARCH, 1961 


“American fournal G astroenterology 


(ForMerty Tue Review or GASTROENTEROLOCY ) 


The Pioneer Journal of Gastroenterology, Proctology 
and Allied Subjects in the United States and Canada 


contents: 


Editorial Board and General Information 
Ulcerative Colitis in the Aged..................6. Z. T. Bercovirz, M.D. 


The Grave Prognosis of Ulcerative Colitis Engrafted Upon Acute Diverticu- 
litis Coli DonaLp C, M.D., Sc.D., F.A.C.S., F.A.C.G. 


Palliation in the Management of Carcinoma of the Colon and Rectum 
Joun H. Remincton, M.D., M.S. 


Studies of Systemic Hemostatic Factors in Patients with Bleeding Duodenal 
Ulcer Capt. H. Leonarp Jones, Jr., MC, USN, F.A.C.G., 

Lr. R. Epwin BALL, Jr., MC, USN, Lt. (je), 

LAWRENCE J. JENKINS, JR., MSC, USNR, Quirino GALipon, HM2, USN, 
CATHERINE A. DEMMER, HM2, USN, THappeus A. Jupa, HM2, USN 

and Russet. E. HM3, USN 


A Review of 300 Gastrectomies 
Row.anp Ricketts, M.D., F.A.C.G. and E. L. Straus, M.D. 
President’s Message 
News Notes 
In Memoriam 
Abstracts for Gastroenterologists 


Book Reviews for Gastroenterologists 


Owned and published monthly by the | Index to Advertisers 

American College of Gastroenterology 

Inc. Business Office: 33 West 60th St., New Mines: Coc tee 

York 23, N. Y. Editorial Office: 435 East Chicago Pharmacal Co. 

79th Street, New York 2|,N. Y. Copyright® Coca-Cola Co. 

1961, by the American College of Gastro- Desitin Chemical Co 

enterology, Inc. Reproduction of editorial Cc. B. Fleet Co. Inc. 

content by any means, in whole or in part Geriatric Pharmaceutical Corp. 

may not be made without written consent Inc 

of the publishers. Subscription rate, U. S. 

and possessions: One year $8.00, two years Lilly, Gli, & Co. .. 

$14.00 (foreign $10.00, $18.00). Single copy: Lloyd Brothers, Inc. 

current issue, $.75. Second class postage McNeil Laboratories, Inc. 

paid at New York, N. Y. Picker X-ray Corp. 295 
Pfizer Laboratories 206, 288, 289 
Purdue Frederick Co., The 202 
Robins, A. H., Co., Inc. 287 
Roche Laboratories 2nd cover 
Roerig 
ROR Chemical Co. 
Rorer, Wm. H., Inc. 
Searle, G. D., & Co 
Wallace Laboratories 
White Laboratories, Inc. 
Winthrop Laborafories cover 


213 
222 

230 
234 
243 

258 

272 

273 

273 
274 


OFFICIAL PUBLICATION 
of the 
AMERICAN COLLEGE OF GASTROENTEROLOGY 
33 West 60th Street, New York 23, N. Y. 


Editorial Office, 435 East 79th Street, New York 21, N. Y. 
SAMUEL Weiss, Editor-in-Chief 
ASSOCIATE EDITORS 


FRANK J. BORRELLI MiLTon J. MATZNER 
James A. FERGUSON Juuian A. STERLING 


EDITORIAL BOARD 


RavpH R. BRAUuND MILTON J. MATZNER Joun M. McMAHON 
MICHAEL W, SHUTKIN 


EDITORIAL COUNCIL 


F, W. BANCROFT I. R. JANKELSON Martin E. REHFuss 
BENJAMIN M. BERNSTEIN SicurD W. JOHNSEN Davip J. SANDWEIsS 
THEODOR BLUM ARTHUR A. KIRCHNER JoserH SCHROFF 
Donovan C. BROWNE Wiiut1aM W. LERMANN 1. SNAPPER 

Jose Ovemwo Bustos Franz J. Lust J. THOMAS 
Louis H. CuarRLes W. McCLure C. J. TmMARSH 
Harry M. EBERHARD LEsTER M. MorRISsON J. R. Van 
Rupotr R. EHRMANN GrorcE G. ORNSTEIN F. H. Voss 

Lynn A. FERGUSON GrorcE T. Pack MICHAEL WEINGARTEN 
C, JAcoBson Frank C, YEOMANS 


Publication Office, 33 West 60th Street, New York 23, N. Y. 
DaniEL Weiss, Managing Editor 


StrevEN K. Herurrz, Advertising Manager 


Contributions: Articles are accepted for publication on condition that they are contributed solely to THE 
AMERICAN JOURNAL OF GASTROENTEROLOGY. Manuscripts should be typewritten double spaced and sub- 
mitted in two copies. Footnotes and bibliographies should conform to the style recommended by the American 
Medical Association, illustrations and diagrams should carry suitable lettering and explanations, be mounted 
on separate pages and have the name of the author on each page. Four illustrations per article are allowed 
without cost to the author. 

Reviews: THE AMERICAN JOURNAL OF GASTROENTEROLOGY will review monographs and books ara with 
gastroenterology or allied subjects. It may be impossible to review all material sent. However, an acknowledge- 
ment will be made in the Department of Reviews. 

The editors and publishers are not responsible for individual opinions expressed by their contributors, ner for 
those given under current literature. 

Reprints: A price list and order blank for reprints will be sent to each contributor before the journal is issued. 
Reproduction of editorial content by any means, in whole or in part, may not be made without the written 
consent of the publishers. 

Subscription price: U.S. and possessions: one year, $8.00, two years, $14.00. Elsewhere, $10.00, $18.00. Single copy, 
current year, $.75, back issues, $1.00. Members of the American College of Gastroenterology receive the 
JOURNAL as part of their membership. 


porn a of Address: Notify publishers promptly of change of address. Notices should give both old and new 
addresses. 


= )4 
= 


INHIBITOR 
OF GASTRIC 

ACID 
SECRETION 


@ suppresses gastric acid secretion 
at the parietal cell level 


decreases gastrointestinal spasm 
and hypermotility 


NACTON?®,..Has been shown to suppress 

gastric acid secretion for as long as 8 to 9 

hours.' “...reduces the total output of 

gastric HCl by about 60%.” Decreases 

hypermotility of stomach and bowel.*’ 

Aids healing of peptic ulcer.* Unusually Available as: 

low incidence of side effects.'*° Tablets Nacton 4 mg. 


References: 

1, Douthwaite, A. H., and Hunt, J. N.: Effect of “‘Nacton’’ in Patients with Duodenal Ulcer, Brit. Med. J. 1:1030-1034 
(May 3) 1958. 2. Douthwaite, A. H.: The Development of the Treatment of Duodenal Ulcer, Proc. Roy. Soc. Med. 51:1063- 
1068 (Dec.) 1958. 3. Steigmann, F.: The Problems of Side Effects in Anticholinergic Therapy, to be published. 4. Gross- 
man, M. |., and Tuttle, S. G.: Clinical Report to McNeil Laboratories. 5. Texter, E. C.: Clinical Report to McNeil Labo- 
ratories. 6. Cayer, D., and co-workers: Clinical Report to McNeil Laboratories. 7. Lorber, S. H.: Clinical Report to McNeil 
Laboratories. 8. Walker, G. F.: Therapeutics; Gastric Sedatives, Brit. J. Clin. Pract. 13:362 (May) 1959. 9. Douthwaite, 
A. H., Hunt, J. N., and MacDonald, |.: A Long-Acting Inhibitor of Gastric Secretion, Brit. Med. J. 2:275-276 (Aug. 3) 1957. 


CNEL L | meneit caboratories, inc. Philadelphia 32, Pa. 


| 


wherever 
monilial superinfection 
is a particular hazard* 


Gosa-Terrastatin: 


OXYTETRACYCLINE WITH GLUCOSAMINE PLUS NYSTATIN 


capsules and for oral suspension 


the antibiotic effectiveness of 
Terramycin enhanced 
with antifungal activity 


| *patients requiring high 
or prolonged 
antibiotic dosage 


*patients 
receiving 
corticosteroid 
therapy 


*women, particularly 
during pregnancy 


*infants 
IN BRIEF \ 


Cosa-Terrastatin provides the estab- 
lished antibiotic dependability of oxy- 
tetracycline (Terramycin®) with the 
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to the overgrowth of Candida albicans. 


ADMINISTRATION AND DOSAGE: Adults: Dosage providing 1 Gm. 
of oxytetracycline daily in four divided doses is usually effective. 
In severe infections, 2-4 Gm. daily may be indicated. Infants and 
children: 10-20 mg. of oxytetracycline per lb. of body weight daily. 
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elderly patients 


*diabetics 
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superimposed infection caused by re- 
sistant staphylococci is observed, the 
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SPECIFIC ACTION... 
FROM CARDIOSPASM TO RECTOSPASM 


provides most rapid relief of gastrointes- 
tinal spasm, biliary spasm, cardiospasm, pyloro- 
spasm, spasm of biliary sphincter, biliary 
dyskinesia, gastric neurosis and irritability, post- 
gastrectomy syndrome,and is useful as adjunctive 
therapy in selected inflammatory hypermotility 
states. DACTIL is almost entirely free of side 
effects but should be withheld in glaucoma. 


Supplied: pactit (plain) 50 mg.; and pDacTIL with 
Phenobarbital, 50 mg., with 16 mg. phenobarbital 
(may be habit forming). Bottles of 50. 


LAKESIDE 


TABLETS 


ANTIL 


the only brand of mepenzolate bromide 


FOR THE COLON 
..the most effective available 
colonic anticholinergic...’ 
“ ..provides selective action, 
confined principally to the lower 
G.I. tract.’"4 
singularly free of the side- 
effects commonly encountered 
with anticholinergics.’’> 


is highly effective in ulcerative colitis, irritable 
colon, mucous colitis, spastic colitis, diverticulitis, 
diverticulosis, malabsorption syndrome, rectospasm, 
diarrhea following G.I. surgery, bacillary and para- 
sitic disorders. 


The effect of CANTIL on the bladder is negligible, but 
caution should be observed in patients with prostatic 
hypertrophy. As with all anticholinergics, it should 
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Supplied: CANTIL (plain) 25 mg.; and CANTIL with Pheno- 
barbital, 25 mg., with 16 mg. of phenobarbital (may be 
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References: (1) Rider, J. A.; Moeller, H. C., and Lee, J.: Am. J. 
Gastroenterol. 32:714, 1959. (2) Modern Drug Encyclopedia and 
Therapeutic Index, ed. 6, New York, Drug Publications, Inc., 1955, 
Pp. 281. (3) Kleckner, M. S., Jr.: J. Louisiana M. Soc. 108 :359, 1956. 
(4) Kleckner, M. S., Jr.: Clin, Res. Proce. 5:19, 1957. (5) Riese, 
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@ “Jn severe injury or illness 
there is a large increase 
in utilization or destruction of 
vitamins within the body.” 
McLester, J. S., and Darby, W. J.; Nutrition and 


Diet in Health and Disease, Ed. 6, p. 569. 
Philadelphia: W. B. Saunders Company, 1952. 


Specifically designed to assist in 
medical or surgical aftercare 


Becotin-T helps shorten convalescence by 
restoring normal tissue levels of important 
water-soluble vitamins depleted by the stress 
of severe injury or illness. 


There’s a “‘loading dose” in every tablet. 


Each Becotin-T tablet contains: 
Thiamine Mononitrate (B,) . . . 15 mg. 
Riboflavin (B:). . . 
Pyridoxine Hydrochloride (By) 
Nicotinamide .. . > 
Pantothenic Acid. ...... . 20 mg. 

(as Calcium Pantothenate, Racemic) 
Vitamin By, (Activity Equivalent) . 4 mcg. 
Ascorbic Acid (as Sodium 

Ascorbate) (C). . ... . .300 mg. 
Liver Preparation and Stomach- 

Tissue Material, Desiccated, 


Usual Dosage: 1 or 2 tablets daily. 
Lilly Vitamins . . . “‘The Physician’s Line’’ 


Becotin-T® (vitamin B complex with vitamin C, therapeutic, Lilly) 102614 
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Now...the only 
Nystatin combination with 
extra-active DECLOMYCIN® 


Demethyichiortetracycline 
with extra broad-spectrum benefits:— action at lower 
milligram intake... broad-range action ... sustained 
peak activity ...extra-day security against resur- 
gence of primary infection or secondary invasion. 


ECLOSTATIN 


Demethylchlortetracycline and Nystatin LEDERLE 


CAPSULES, 150 mg. DECLOMYCIN Demethylchlortetracycline HCl 
and 250,000 units Nystatin. 
DOSAGE: average adult, 1 capsule four times daily. 


LEDERLE LABORATORIES, A Division of AMERICAN CYANAMID COMPANY, 
Peari River, New York 
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AN AMES CLINIQUICK® 


CLINICAL BRIEFS FOR MODERN PRACTICE 


how does diet affect the production of bile? 
High-protein diets produce the greatest bile flow. Fat is a weaker choleretic 
than protein, and carbohydrates are without choleretic effect. 


Source: Popper, H., and Schaffner, FE: Liver: Structure and 
Function, McGraw-Hill, New York, 1957, p. 83. 


when thin, free-flowing bile is desired ... DECHOLIN® 


(dehydrocholic acid, AMES) 
in biliary infection—“...a copious thin bile facilitates the flushing of the ducts.”’* 
in postoperative management —“After relief of biliary obstruction, acceleration of bile forma- 
tion, for which administration of bile acids has been suggested, may be desirable.”* 


Available: DECHOLIN tablets: (dehydrocholic acid, AMES) 3% gr. (250 mg.). 
Bottles of 100, 500, and 1,000; drums of 5,000. 


and when spasmolysis is also needed... 


DECHOLIN® WITH BELLADONNA 


(dehydrocholic acid with belladonna, AMES) 


for functional distress of the gastrointestinal tract—especially in geriatrics AMES 


COMPANY, INC 
Available: DECHOLIN/Belladonna tablets: DECHOLIN (dehydrocholic acid, AMES), 


Toronto Coneda 
3% gr. (250 mg.), and extract of belladonna % gr. (10 mg.). Bottles of 100 and 500. 
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ULCERATIVE COLITIS IN THE AGED*f 


Z. T. BERCOVITZ, M.D. 
La Jolla, Calif. 


Ulcerative colitis may occur in the aged without premonitory symptoms as 
an acutely fulminating form of the disease with blood, mucus, pus, fev er, hem- 
orrhage and distention of the abdomen. It may be so rapidly progressive as to 
become a surgical emergency within the first year or cause the death of the 
patient. 


The mode of onset is variable. In the aged it is not uncommon to see indi- 


viduals with evidences of colon obstruction at the level of the sigmoid. Others 
may have an acute toxic megacolon and all the signs and symptoms of the 
fulminating form of the disease. Some have clinical evidences of impending 
perforation or may even perforate within a relatively short time of the onset. 
Massive hemorrhage as the first sign of ulcerative colitis has been a frequent 
occurrence. Watery diarrhea which quickly dehydrates the patient and causes a 
medical emergency is one of the most frequent modes of onset. In many of 
these patients the early x-ray signs are minimal but subsequent studies confirm 
the diagnosis of ulcerative colitis. 


The location of the first evidences of the disease may be in the rectum and 
sigmoid or even involve a small segment of adjoining distal descending colon. 
There may even be partial obstruction due to inflammatory spasm at the junction 
of the sigmoid and descending colon. In most of these patients the disease is 
quite mild if well controlled. There does not appear to be a positive relationship 
between acute diverticulitis of the sigmoid and true ulcerative colitis of this area. 


Older age patients may have suffered with chronic ulcerative colitis for 
many years. In a recent study’ it was found that patients had the disease for 

*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 

+Dr. Bercovitz moved to California before the Convention and so was not present in 
person. The paper was read for him by Dr. Sidney M. Rogers, Chief Medical Resident at the 
Albert Einstein Medical Center. 
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periods of 10 to more than 30 years. These patients had frequent relapses and 
remissions but as they approached the older periods of life the most striking 
changes appeared in the x-ray films. These will be reported in detail® but briefly, 
during the earlier years ulcerations were demonstrated roentgenologically and 
there were changes in the mucosal patterns typical of acute and chronic inflam- 
mation. Later on the x-ray films showed evidences of stricture, narrowing, alter- 
nating areas of dilatation and spasm but no mucosal patterns could be demon- 
strated and no definite ulcerations were seen. In some of those who came to 
autopsy there was complete loss of mucosa and the colon lining was replaced 
with squamous epithelium. In some of the older patients the replaced mucosa 
was in longitudinal ridges lying in the long axis of the bowel. In many of these 
patients the typical ulcerative colitis symptoms were replaced by episodes of 
partial obstruction alternating with diarrhea. In other patients there was chronic 
constipation with some distention due to the narrow areas especially in the 
descending colon. Many of these patients died from conditions unrelated to the 
ulcerative colitis. 


DIFFERENTIAL DIAGNOSIS 


Malignancy of the colon is one of the most important conditions to be 
considered in the differential diagnosis. This diagnosis is not always easily ac- 
complished. Repeated sigmoidoscopic examinations and x-ray studies with air 
double contrast must be made. Carcinoma may occur in any portion of the colon 
and may not necessarily be related to the ulcerative colitis. 


Diverticulosis and diverticulitis are much more frequently observed in the 
aged. Acute and chronic forms of ulcerative colitis may occur independently of 
these conditions or may complicate them. It has been a fairly frequent experi- 
ence in reviewing a series of x-ray films* of ulcerative colitis where serial studies 
have been made over a period of years to observe the disappearance of the 
diverticula as the chronic forms of ulcerative colitis have developed. When scar 
tissue, shortening and narrowing develop in the colon, the diverticula disappear. 


Terminal ileitis may be associated with ulcerative colitis. In some cases, 
segmental colitis of the right side has been present, while in others the entire 
colon has been involved. In some cases the microscopic pathology of both the 
right colon and the terminal ileum has been quite similar. 


Bleeding from the bowel is most commonly due to carcinoma, diverticulitis, 
polyposis, chronic ulcerative colitis, duodenal or gastric ulcer, gastric carcinoma, 
or esophageal varices. Among the less common cases is hemangiomata either 
localized or generalized throughout the small or large intestine. This condition 
also known as the Weber-Osler-Rundel syndrome, may occur more often than 
previously suspected, especially in females well beyond the menopause where 
it is apparently related to failure of estrogenic hormones. Small bowel polyposis, 
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(Peutz-Jeghers syndrome), telangiectasis of the small or large intestine and 
mesenteric thrombosis are other causes of bleeding. 


Carcinoma anywhere in the gastrointestinal tract may either simulate ulcera- 
tive colitis or complicate it. Rectal and sigmoid neoplasms are those which most 
commonly cause symptoms suggestive of ulcerative colitis. 


Carcinoid tumors of the gastrointestinal tract are usually located in the 
region of the appendix and cecum. In addition to diarrhea, cutaneous flushing 
may appear anywhere on the body and last for varying periods of time. The 
flushing may be related to hot drinks, alcohol, eating or bowel movements, and 
may also at times be precipitated by palpation of the enlarged liver. Diarrhea 
may vary from a few movements to 20 or 30 times in 24 hours. Blood has not 
been reported in these cases. The diagnosis is made by finding 5-hydroxy-3 
indole-acetic acid (Serotonin) in the urine. 


Staphylococcus enterocolitis following the administration of various anti- 
biotics may develop and resembles acute ulcerative colitis. Shigella (bacillary ) 
dysentery and amebic dysentery also have to be considered. Duodenal ulcer, 
gastric ulcer or carcinoma of the stomach are frequently associated with diar- 
rhea, especially in older age patients. Chronic pancreopathy and malabsorption 
syndromes also are included in the differential diagnosis. 


CoMPLICATIONS 


The most serious problems with this entire group of patients lie in the 
secondary or complicating conditions usually related to the ageing process. 
Diabetes is one of the most serious of these condtions. The use of steroids in 
therapy has to be most guarded in the face of diabetes. Arteriosclerotic heart 
disease, hypertension, arteriosclerosis, cardiovascular renal complications and 
chronic liver disease are all problems which add to the seriousness of the ulcera- 
tive colitis and also hamper therapeutic efforts. 


PROGNOSIS 


In the aged, the prognosis of ulcerative colitis is directly related to the age 
at onset of the disease’. All of the patients whose first symptoms were in the 
70’s died within the first year of the disease. Of those whose onset was between 
60 and 69 more than one-half went to surgery and of these more than one-half 
died postoperatively. In the group whose onset was during the 50's, there were 
no deaths under medical management and only three of the 18 patients reported 
in this study’ required surgery. There was 1 death 3 months postoperatively. 


In comparison with those whose onset was in later years of life there were 
21 patients reported in the study whose onset was under 50 years of age and 76 
per cent are in clinical remission. There were only 2 deaths due to carcinoma. 
Three patients required surgery and are clinically well. 
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TREATMENT 


The treatment of ulcerative colitis in the aged is dependent upon the 
severity of the process, the complicating factors present and the stage of the 
disease. 

Emergency treatment is quite frequently the rule and must be given vigor- 
ously. The clinical emergencies which commonly occur are severe diarrhea, 
hemorrhage, megacolon with the acutely fulminating forms of the disease, com- 
plete physiological systemic degeneration and collapse related to adrenal cortical 
failure. 

Whole blood transfusions, intravenous fluids, electrolyte and protein re- 
placement are the primary indications. Adrenal cortical support is also required. 
All of these measures must be carried out vigorously but in consideration of 
whatever other disease may be present such as diabetes or cardiovascular-renal 
complications. Blood transfusions are required not only to balance that lost by 
hemorrhage but to insure adequate kidney function, cerebral and coronary cir- 
culation. It may be necessary to give continuous transfusions as long as there 
is evidence of blood loss and until the blood pressure, hemoglobin and hemato- 
crit are stabilized. In some cases it may be necessary to give direct transfusions 
of fresh blood (without blood bank anticoagulants). In addition calcium, 
Vitamin K and ascorbic acid are also indicated in adequate amounts. Intravenous 
premarin in 20 mg. dosages may be given every 30 minutes to one hour until 
at least 100 mg. are given in a single treatment if the bleeding has not stopped. 
This therapy may be given in both female and male patients and repeated on 
the same day or subsequent days as indicated. Intravenous premarin does not 
take the place of blood transfusions. 


During blood transfusions intravenous dosages of benadryl in amounts of 
50 mg. to 100 mg. every four hours are indicated both for the effect in helping 
to prevent transfusion reactions and also for the sedative effect upon the patient. 


Fluid replacement by intravenous infusions must be given in adequate 
amounts and continued as long as there is severe watery diarrhea. Infusions 
can be used as the vehicles for giving calcium, electrolytes, vitamins and pro- 
teins. Adrenal cortical steroids may be added to the infusions also. Benadryl or 
Dramamine given intravenously at the start of an infusion will reduce the 
patient's discomfort. 

Antibiotic therapy has an important place in the emergency treatment of 
wap ess colitis. Chloramphenicol is the antibiotic of choice in dosages of 1 
or 2 gm. daily intravenously or by intramuscular injection. Chloramphenicol has 
been found to be almost a specific in the staphylococcus enterocolitis as well 
as the acute megacolon with impending perforation. 


The use of adrenal corticosteroids during an acute emergency with ulcera- 
tive colitis in the aged must be given consideration but only under the most 
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serious conditions and with the utmost caution. Steroid therapy should be with- 
held in the face of acute megacolon with impending perforation. Acute sudden 
perforations have been observed in the wake of the administration of steroids. 
Once, however, the decision to operate has been made, the situation requires 
adrenal cortical steroid support during the surgical procedure and in the im- 
mediate postoperative periods. Intravenous hydrocortisone in dosages of 100 mg. 
may be added to the infusions during the operation and supplemental dosages 
may be required to maintain the systolic pressure. Care should be observed, 
however, in patients with arteriosclerosis not to push the pressure up to the 
point where a cerebral vascular accident could occur under anesthesia or during 
the operation. When emergency operation is done under hypothermia there is 
much less element of shock both during the surgical procedure and in the post- 
operative management. In the postoperative days hydrocortisone must be given 
intravenously to maintain blood pressure. The steroids should be continued for 
at least a week or 10 days during which time it may be cautiously withdrawn 
if conditions warrant. ACTH in stimulating doses is indicated during this period 
also to counteract the depressing effects of the hydrocortisone. It may be neces- 
sary to give small amounts of ACTH and prednisone over a considerable period 
of time until the patient is well stabilized. 


Sedation during the emergency phases of an ulcerative colitis problem in 
the aged can be the source of severe problems but powerful drugs are not 
indicated as they may cause unfavorable reactions. Narcotics especially and 
drugs of the phenobarbital group also may react badly in older age patients. 


Benadryl and Dramamine have been found to yield the most beneficial 
results and can be given intravenously or by intramuscular injection. The pa- 
tient’s reaction to a single dose of a drug must be carefully observed before 
repeating the medication. Usually the older age patients know what they can 
tolerate. Tranquilizers of the meprobamate class seem to be well tolerated. 


Anticholinergics are of value only in so far as they reduce small bowel 
spasm and motility. Pro-Banthine has been the one most frequently used but 
caution is required regarding the presence of glaucoma. In any event before 
any anticholinergic is given inquiry must be made concerning the possibility 
of latent glaucoma or a severe problem in the eyes may be precipitated. 

During all the problems arising from emergency situations in ulcerative 


colitis in the aged serious consideration must be given to the concomitant condi- 
tions such as diabetes, cerebral or cardiovascular renal complications. 


In both the acute and subacute phases of ulcerative colitis in the aged one 
of the most serious and troublesome problems is that of rectal sphincter control. 
The cause for this is the inflammation in the distal segment involving the rectum 
and sigmoid. As a result of the disease in these areas there is constant straining, 
tenesmus and loss of rectal sphincter control. 
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The most efficient method of relieving this condition has been the intra- 
rectal instillation of 25 mg. (1 c.c.) of meticortelone acetate suspension in 30 c.c. 
of tepid tap water. The medication is placed in a funnel or irrigating syringe 
with a fine soft rubber catheter which is inserted into the rectum to just beyond 
the rectal sphincter. The fluid suspension is allowed to flow in by gravity. The 
patients usually are able to retain this medication from one to several hours 
and invariably state that it represents the first relief from their distress. They 
are usually unaware of the catheter or the small amount of fluid containing the 
medication. This treatment may be given once during the day and repeated at 
bed time but continued only for the time required to give relief of the symptoms. 


Small stimulating doses of ACTH and prednisone are indicated in the acute 
or subacute exacerbations of ulcerative colitis in the aged. Usually 20 units of 
ACTH twice or three times weekly with 4 mg. of aristocort three times daily 
as a starting program will help control the problem. As soon as possible the 
amounts of steroids should be reduced so that a maintenance program of 10 
units of ACTH weekly and 2 mg. or 4 mg. of aristocort once daily are all that 
are required. 


The antibiotic and antibacterial agents are used both during the acute 
exacerbations and also as more or less maintenance dosages. The drugs most 
frequently used are chloramphenicol, carbarsone, diodoquin and erythromycin 
in rotation or in combination. Chloramphenicol in amounts of 1 gm. daily for 
at least a week or two is most valuable. It has been observed over a long period 
of years that small doses of carbarsone for one week a month only are helpful 
both in the acute phases and later on during the maintenance periods. The dose 
of carbarsone is 250 mg. three times daily for 7 days only and never repeated 
more frequently than at monthly intervals. It is to be remembered that this is an 
arsenical and even though mild is relatively nontoxic in the doses given. It does, 
however, have the potential of toxic reactions if administered in larger doses for 
more prolonged periods. There are only rare occasional patients who cannot 
accept this drug. The action of carbarsone seems to be quite nonspecific in ulcera- 
tive colitis even though it was originally introduced for the treatment of amebi- 
asis. Carbarsone is occasionally used in combination with chloramphenicol or 
erythromycin but usually is given alone. Erythromycin may be given in an 
amount of 1 gm. daily to alternate with chloramphenicol. Diodoquin is usually 
given during the quiescent periods as a tablet of 0.6 gm. three times daily. It is 
antibacterial and its action is quite nonspecific but seems to help many patients 
to maintain an equilibrium and they feel improved. 


Narcotics are contraindicated except in the very rare cases where pain 
cannot be otherwise controlled. During impending or actual perforation, or in- 
testinal obstruction they must be given. 


Diet is one of the most important phases of therapy in ulcerative colitis. 
It must be remembered that food is not the cause of ulcerative colitis, and also 


Bercovitz—Ulcerative Colitis in the Aged 219 


that a single mouthful of food may cause a defecation reflex. It is possible to 
feed the ulcerative colitis patient with confidence. This individual requires more 
food intake than the average person because of loss of proteins and other valu- 
able products through the bowel. Most patients tend to blame various foods for 
their ailments because they do not understand the simple principles stated above. 
The only real contraindications are alcohol in any form, coffee and highly spiced 
foods. So-called bulky foods are not harmful and actually if the patients like 
the taste of foods they are probably helpful. There is less pain and cramping 
when adequate amounts of foods of all sorts are taken. 


Vitamins are allowed and actually urged. Many patients think they are 
sensitive or cannot take vitamins because of the peculiar odor when they belch 
or bring up gas. This is the natural odor of the vitamins and the patient should 
be urged to take them. Usually if taken with the meal there is less odor. 


SuRGICAL TREATMENT 


The indications for surgical treatment include: 1. Massive or repeated hem- 
orrhages which cannot be controlled. 2. Progressively downhill course in spite 
of all methods of therapy. 3. Intestinal obstruction. 4. A change from a mild to 
fulminating form of the disease with megacolon and evidence of impending 
perforation. 5. Carcinoma either with or unrelated to the ulcerative colitis. 


Since the prognosis of ulcerative colitis in the aged is directly related to 
the age of onset, the older the patient, the more likelihood of his becoming a 
surgical emergency. Older age patients become debilitated at an alarming rate 
and one of the major problems is to evaluate the patient and give him the benefit 
of modern methods of surgical treatment before he is so depleted that he is too 
poor a risk for operation. Even though the patient in this age group may present 
surgical emergencies and in spite of the other problems of ageing, these situa- 
tions can be met by prompt and careful teamwork between the surgeon, internist 
and anesthetist. 


Hypothermia as an adjunct in anesthesia in these patients has proved itself 
to be most valuable by reducing the shock, and allowing for more rapid and 
precise surgical technic. Under hypothermia the whole prognosis of the surgical 
procedure is improved as shown by Cave and Bercovitz?. 


The depletion of adrenal cortical reserves in ulcerative colitis represents a 
serious medical management problem. In spite of what may appear as normal 
laboratory report for 17-ketosteroids these patients do not have enough adrenal 
reserve to carry them over the stress and strain of this disease especially if 
surgery is indicated. 


In the postoperative periods especially close watch must be made of the 
calcium levels, proteins and electrolytes. Sufficient whole blood transfusions 
must be given until the hemoglobin, hematocrit and blood pressure are stabi- 
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lized. As long as adequate blood transfusions are given, there probably will be 
sufficient proteins available for the body use. There is, however, great tendency 
to give only fluids without adequate consideration of proteins and electrolytes 
especially potassium. If the total red blood cell count seems to be adequate but 
the protein and electrolyte balances not sufficient, then six months-old blood 
bank plasma or serum albumin may be given. 


Many older patients apparently go through the initial phase of a surgical 
procedure and then suddenly go on to peripheral vascular collapse without any 
premonitory symptoms. This may happen at any time but most frequently de- 
velop from the second to the seventh days postoperatively. Unless adequate 
amounts of steroids are administered promptly intravenously the outcome may 
be fatal. It may be necessary to give up to 1,000 mg. of hydrocortisone in the 
period of a few hours to support the patient. At first there may be nothing more 
than a sense of not feeling well and no marked blood pressure changes. 


Some older patients require small dosages of steroids postoperatively for 
considerable periods of time until they are fully stabilized. Usually a small 
stimulating dose of ACTH once or twice weekly will be adequate with a small 
daily dose of prednisone. 


Early application of ileostomy bags are of prime importance. These should 
be applied at the time of operation. The new plastic bags have an adhesive 


surface on the ring and these are of great help in preserving the skin. 


The type of operation which has developed over the years is total colectomy 
with abdominoperineal at the same time. Under hypothermia this entire pro- 
cedure can be carried out with no shock to the patient. The ileostomy is usually 
handled with one of the cuff turn-back types of procedures. 
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Discussion 


Dr. N. W. Chaikin (New York, N. Y.):—Dr. Bercovitz is to be congratulated 
for his timely and very informative paper. There is no doubt that we begin to 
see more and more nonspecific ulcerative colitis with onset in an older age 
group, and their clinical behavior is somewhat different from those of the 
younger age group. 


There is very little that one can add to the therapeutic regime as outlined 
by Dr. Bercovitz except to emphasize that steroid therapy should always be 
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given cautiously in elderly patients. Our experience has been similar to that of 
Dr. Bercovitz, where a mild form of ulcerative colitis has assumed an acute 
fulminating aspect following steroid therapy. 


It has been my impression that the onset of ulcerative colitis in patients in 
the 50’s, 60’s and upwards was infrequent. It should be pointed out that refer- 
ences in the literature to the incidence of onset of ulcerative colitis in the older 
age group is rather meagre. In a statement by Dr. Brust and Dr. Bargen, they 
concluded that chronic ulcerative colitis among patients more than 60 years of 
age, although rare, may exist. A review of the literature on the incidence of 
ulcerative colitis in the elderly is given as between 3 and 21 per cent. In these 
reports, however, it is not entirely clear whether they are talking about the 
onset of the disease or the course of patients who have had the disease pre- 
viously. 


Our own experience comprises a group of 195 patients taken from three 
hospitals and private practices over a period of 12 years. In this group, we en- 
countered 5 cases between 50-60, 2 cases between 60-70 and one over 70. It 
should be pointed out that, in evaluating our clinical material, no cases were 
included which gave a previous history of any functional colonopathy, ileitis, 
surgical intervention of any type, diverticulosis or diverticulitis. 


Clinically, as Dr. Bercovitz pointed out, they may fall into one of three 
groups. Five of our patients: four between 50-60, and one between 60-70, pre- 
sented themselves with a symptom-complex of diffuse, watery diarrhea, disten- 
tion, abdominal pain, tenesmus, without any blood, mucus or pus in the stools. 
They presented difficult clinical and differential problems as well as therapeutic. 
The diarrhea was difficult to control, they usually r2n a protracted course and 
convalescence was rather prolonged. Three of these patients have had a pro- 
longed remission, one was subjected to surgery 2 years after onset because of 
diffuse hemorrhage, and one died of unrelated cause. Two patients presented 
themselves with severe rectal hemorrhage: one had to undergo emergency sur- 
gery and died postoperatively, while the other was controlled by conservative 
therapy. The patient in the 70’s presented himself with an acute fulminating 
type of ulcerative colitis with blood, mucus and pus, and involvement of prac- 
tically the entire colon; he died shortly after onset of the colitis. 


In conclusion, from the above-stated remarks, it would appear that our 
experience differs statistically somewhat from that of Dr. Bercovitz. We had only 
eight cases out of 195 with onset after 50 years or approximately 4 per cent. 
The clinical picture as described by Dr. Bercovitz is similar to that which we 
have encountered where the onset was primarily that of watery diarrhea or 
hemorrhage. While it is difficult to draw any conclusion from our limited group, 
it would seem that ulcerative colitis in the older age group carries a more serious 


prognosis. 


THE GRAVE PROGNOSIS OF ULCERATIVE COLITIS 
ENGRAFTED UPON ACUTE DIVERTICULITIS COLI* 


DONALD C. COLLINS, M.D., Sc.D., F.A.C.S., F.A.C.G. 
Hollywood, Calif. 


In the past five years a new clinical entity has been encountered, namely: 
the engrafting of acute, segmental, ulcerative colitis‘ upon instances of acute 
perforated diverticulitis of usually the distal, left sigmoid colon. 


Sixteen such patients have now been encountered. Their treatment, because 
of their grave complications, has of necessity been surgical. Ten patients (62.5 
per cent) died in the hospital. Careful search of the available medical literature 
has failed to locate previous contributions upon this subject—stressing the grave 
prognosis of this clinical syndrome. 


Prior to 1955, our clinical experience with this alarming situation had been 
lacking. We have by now learned to regard this complication of diverticulitis 
coli with great apprehension. It is for this reason that it is believed desirable 
to report these few gravely ill patients, so that others may be on their guard 
and profit from our bad experiences. 


A preliminary report? on this problem was made earlier in 1960. One 
thousand one hundred forty consecutive instances of acute diverticulitis coli 
have been similarly studied® earlier this year. The reader is encouraged to study 
these two previous contributions for the sake of brevity and conciseness in this 
presentation. That data will not be represented in this contribution. 


When a primary attack of segmental ulcerative colitis becomes subsequently 
engrafted upon a patient suffering with acute diverticulitis coli and its many 
complications, the prognosis in our limited experience, becomes most grave, with 
a rise in the ultimate mortality to about 62 per cent. Immediately, the surgical 
treatment picture changes, and optimum therapy calls for an immediate perma- 
nent ileostomy, a subsequent colectomy, and a combined abdominoperineal re- 
section of the rectum and anus, as quickly as the patient’s condition permits. In 
our limited experience with this rare complication, medical measures are value- 
less in preventing the spread of the acute ulcerative colitis with its consequent 
fistula formations, rapidly grave debilitation of the patient—which poses an 
actual threat to life, perforation with abscess formation, colonic lumen obstruc- 
tion, and hemmorhage; even in defunctionated segments of the left half of the 
colon, in which the fecal stream has been entirely diverted away by a well func- 
tioning double-barreled transverse colostomy, and where daily irrigations of 
sterile saline and sulfasuxadine solutions were employed, but where no anti- 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 
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biotics were used. Usually, these patients develop so many complications that 
you are never able to perform the optimum surgical treatment indicated, but 
must rather cope with enterocolic fistulas, paracolic and pararectalabdominal 
and/or perineal fistulas, abscesses draining through the anterior abdominal wall 


TABLE I 


DaTA OF THIS STUDY 


| f | 
Duration | One- | | 
Case) Patient’s A.U.C. | Stage | Per- 
initials attack in| Prev. | opera- fora-| Fis- | Bleed- | 


days | A.U.C.| tion | tion | tula | ti ing | Deaths 


S.E.R. ° yes | yes | yes no 


R.V.L. . | 4 no | yes | yes yes 


A.R.A. yes no 
J.Q.B. P . yes | yes 


no no 


no s | yes | 


no 


Aver. | Aver. 
16 patients. .|age: | dura- 
|42.62| tion: 
lyears.| 23.75 
| days. 


and/or the perineum—vagina—or urinary bladder, profound hypoproteinemia, 
reversal of the A/G ratio, loss of potassium, profound and progressively worse 
secondary anemia, hemorrhage, failure of tissues to heal in a normal manner, 
and bacteremia. 


Sex | Age | 
1. 
2. | yes 
3. no 
4. | no 
5.|MRT. | F. | 46 | 23 | yes | — | yes 
6. | S.T.J. none | yes 
7. | J.W.McG.| M. | 36 | 10 none ms | yes | yes | no yes | yes 
8. | R.M.S. F. | 37. | 15 none no | no | yes} no | no | no 
9% DVL | F. | 40 | 21 | none | yes yes | no | yes yes | no 
10. | M.B.F. | F. | 43 | 18 none | ye | yes | no | yes bie, | yes 
11l.|; ABN. | F. | 44 | 22 | none | no | no yes | no |; no yes 
~| s| no | yes | ye 1 
1%.) LVA. | M. 36 | 29 none | no | yes | no | yes yes yes 
| 
13. | G.J.S. | M.| 40 | 34 | none | no | yes| no | yes | no | no 
14. | R.M.J. | M. | 42 | 16 | none | no | no yes | no yes | yes 
15.| ERA. | M.| 70 | 23 | none no | yes | yes | yes yes | yes 
16.| AMS. | F. | 40 | 31 | none | no | yes/| no | no no | yes 
T | One | 5 | 12/7 | 10} 9 | 10 
| case | cases | cases | cases | cases | cases | deaths 
| | | | | 
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Table I summarizes the salient facts in this study, in a brief and concise 
manner. It is self-explanatory. 


Table II tabulates and compares the essential differences between this small 
series of 16 patients and 1,140 consecutive instances of acute diverticulitis coli. 
The comparison is thus facilitated by this means. 


TABLE II 
CoMPARISON BETWEEN THIS STUDY AND 1,000 Consecutive Cases or Diverticu.itis CoLi 


1,140 consecutive 16 patients with 
instances of A.U.C. engrafted 
Condition diverticulitis upon diverticulitis 
coli’ coli 


Patients over 40 95.2% 50.0% 
years of age 


Per cent of patients 47.1% 
treated surgically 


Abdominal pain with fever 53.2% 


Constipation 47.3% 


Diarrhea 34.6% 
Gross rectal bleeding 


Colonic lumen obstruction 


Localized perforation 
with abscess formation 


Free perforation into 0.6% 
peritoneal cavity 


Colonic carcinoma and 3.2% 12.5% 
other rarer malignancies 


Fistula formation 6.1% 43.75% 


Palpable abdominal mass 31.4% 56.25% 


One-stage operation 34.7% 31.25% 
347 patients vs. 5 patients (10 Deaths—2.88% ) (1 Death —20.0%) 


Multistaged operations 14.8% 68.75% 
148 patients vs. 11 patients (12 Deaths—8.12%) (9 Deaths—81.82% ) 


Sex Females—48.3% Males —50.0% 
Males —51.7% Females—50.0% 


CoMMENT 


It is interesting to compare these 16 patients with a previously reported 
study® of over 1,000 consecutive examples of acute diverticulitis coli. From 
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100.0% 
68.5% 
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87.5% 
56.25% 
| 23.5% 62.5% 
0.0% 
| | 
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Table I, it is obvious that the ages of these 16 individuals is on an average far 
below that of the majority of persons suffering from diverticulitis coli (42.62 
years, in the small group, as compared to 87.4 per cent over the age of 51 years, 
in the larger collection). The sex distribution was essentially equal in both series 
of patients. The incidence of perforation with or without abscess formation was 
75.0 per cent (in the 16) as contrasted to 26.0 per cent (in the thousand), while 
that of fistula formation being 43.75 per cent (in the 16) as compared to 6.1 per 
cent. Colonic lumen obstruction occurred in 62.5 per cent (of the 16) as con- 
trasted with 23.5 per cent (of the one thousand). Rectal bleeding was recorded 
in 56.25 per cent of the smaller group, and in 28.9 per cent of the large series. 
These 16 patients were found in 1,140 consecutive cases of diverticulitis coli, an 
incidence of 1.41 per cent. 


From these comparative studies it would appear that the subsequent en- 
grafting of acute ulcerative colitis upon acute diverticulitis coli greatly increased 
the incidence of complications and morbidity over that ordinarily encountered 
in acute diverticulitis coli. The mortality in 753 operations performed upon 485 
individuals of the 1,000 patient group was 4.54 per cent as contrasted to 62.5 
per cent in this small group of 16 persons. 


The optimum therapy in examples of the engrafting of acute ulcerative 
colitis upon acute diverticulitis coli is a prompt total colectomy and proctectomy 
with a permanent ileostomy as a one-stage operation, only in those patients in 
optimum preoperative condition. Delay and temporizingly inadequate surgical 
procedures will result in disastrous grave complications and the probable loss 
of your patient's life. In this study, only five patients (31.25 per cent) were 
treated with the optimum one-stage operation, with a resultant death of one 
(20.0 per cent). The remaining eleven individuals (68.75 per cent) were of 
neeessity treated by multistaged operations with nine deaths—a mortality of 
81.82 per cent. In such a small group of 16 persons, the segregation of the multi- 
staged operations into group procedures would have little statistical significance. 


SUMMARY 


1. Sixteen patients (1.41 per cent) were encountered in 1,140 consecutive 
examples of acute diverticulitis coli, that had an engraftment of acute ulcerative 
colitis upon their original colonic diverticular disease. 


2. In comparing the two groups of individuals, the small aggregation of 16 
persons showed the following by comparison: To be much younger in age, to 
have three times more colonic perforations with abscess formation, to possess 
seven times more fistula formations, to present two and one-half times more 
colonic lumen obstructions, to demonstrate twice as much frank rectal bleeding, 
to have 15 times more operative mortality, and only two-fifths as many were in 
optimum condition to permit a one-stage operative procedure. 
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3. Medical measures don’t appear to offer too much hope of success in this 
group. 

4, Only 6.25 per cent of these 16 individuals had had a prior attack of 
discernible acute ulcerative colitis. 


5. In the present illness of these 16 persons, the average duration of the 
engrafting of their acute ulcerative colitis was 23.75 days previously. 


6. The optimum therapy for these seriously ill patients is a one-stage total 
colectomy and proctectomy with a permanent ileostomy, if they can be gotten 
into satisfactory preoperative condition. 


7. Less extensive surgical therapy is usually doomed to failure, with the 
frequent resultant loss of the patient's life. 


8. The engrafting of acute, segmental ulcerative colitis upon a patient with 
acute, perforated, complicated diverticulitis coli, apparently from this inade- 
quately small series of instances, seems to carry a grave prognosis, a high mor- 
tality, markedly increased morbidity, and requires definitive radical surgical 
treatment to restore health. 


9. It is hoped that our unfortunate experiences may possibly aid others to 
improve upon our poor results and thereby save the lives of more patients in 
the future. 
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Discussion 


Dr. Lynn A. Ferguson (Grand Rapids, Mich.):—When I received the letter 
asking me to discuss Dr. Collins’ paper, I did not realize that we did have this 
unholy alliance occasionally, whereby colitis is superimposed upon an acute 
diverticulitis. I asked my resident if we had had any such cases and, after a 
little thought, he was pretty sure we had. I, therefore, asked our record depart- 
ment to pull the records on about 20 cases, if possible. They brought in about 
60 records, but I did not have time to classify them very well, and threw out 
about 40. I wanted narrowed and shortened colons with acute episodes of colitis, 
and plenty of diverticula, so that I would have something to go by. 


Dr. Collins cites a 62 per cent mortality. In my 20 cases, I did not have any 
deaths. In the other 40 that I had thrown out, I had 4. Actually, I think, we 
draw out material from, perhaps, 2 different sources. I know that he gets quite 
a number of patients from the County Hospital and, I believe, it boils down 
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to this. I am aware of the fact that we have all had moribund patients to mend 
who were distended and who had temperatures and, suddenly, it is up to the 
surgeon to do something about it. The patient has not been turned over by the 
internist in time, and I think that the gastroenterologists present here should 
take that to heart, and think it over, and let it sink in. When one is treating a 
case of ulcerative colitis, one needs a surgical consultant. As the patient gets 
worse, one has to have a little help. By the same token, we treat a considerable 
number of colitis patients in our hospital, and I do not waste any time in getting 
myself a good internist, as occasion arises. He is going to want a cardiograph, 
a chest film, blood chemistry, etc. As this patient gets worse, I like to broaden 
my shoulders by having the internist put a note on the chart. “I think this 
patient will take surgery”. I do not believe that Dr. Collins has had this kind 
of help. I think his figures are a little high, however, when one stops to think 
that he picked 16 of these out of a thousand cases of diverticulitis, perhaps his 
figures are not so far off; maybe mine are. I think this situation calls for pretty 
good surgical judgment, and I like to play these cases by ear. I am pretty sure 
that Dr. Collins does the same. One tries to decide what is the minimum to 
be done to change the picture. These people, of course, have their electrolyte 
replacement taken care of; we know about their blood chemistry, etc., but they 
are pretty hard to boost back within a few hours. They usually have to be 
operated at the end of the day. Perhaps they come in in the morning in an 
ambulance, and something has to be done about it as soon as possible. There is, 
often, a perforation and that perforation must be diagnosed and drained. At 
least, they must usually have a proximal type of enterostomy. In general, I like 
to do a right transverse if the trouble is on the left side. The tic, however, may 
have to be drained retroperitoneally, through the flank. I like to open the abdo- 
men, find it, and then decide what is to be done. I believe Dr. Collins would 
do the same. 


It is easy to remove a colon and, in young individuals who have colitis, 
they are usually emaciated. One can usually do a colectomy and a proctosig- 
moidectomy in one stage, and do it rather easily. Diverticulosis, however, does 
not happen in young individuals very often. They usually occur in individuals 
who are fiftyish or past, and sometimes obese. This adds to the problem. They 
sometimes have hypertension and, perhaps, some type of heart disease of which 
the anesthetist is well aware and proceeds accordingly. The moribund patient 
presents a very grave problem. Good anesthesia, however, is a must under these 
circumstances. I feel a little more secure if the anesthetist has the patient in- 
tubated and on the re-breather. If necessary, the abdomen can be easily opened 
under local anesthesia and the procedure carried out with a fair degree of 
safety, but it does call for a little fast-moving teamwork. 


I am very, very grateful to Dr. Collins for calling this to our attention, and 
I think perhaps most of us who have had experience along this line are aware 
that there should be more papers covering this unholy alliance. 
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Dr. H. B. Eisenstadt (Port Arthur, Texas):—I wanted to say about Dr. 
Collins’ paper that we, of course, can in no way compare 16 cases with 354 
cases. I am sure that if we got 350 cases of this combination we would have a 
better idea as to how serious this disease can be. My own experience with it is 
very limited. I am sure that Dr. Collins deserves credit for directing our atten- 
tion to this combination. 


I also think that I, as a medical man, would start to treat the patients more 
conservatively for a longer period of time unless it is absolutely proven that 
they will just go down in a very short time and I do not think it was proven 
that way. I would think that a plain colostomy on the right side, as Dr. Ferguson 
mentioned, or, at most, an ileostomy would be the maximum surgery that I 
would offer together with all kinds of medical treatment. 


Dr. Frederick Steigmann (Chicago, Ill.):—What are the criteria of diverti- 
culitis as put out by this group, and what are the criteria for regional ulcerative 
or segmental ulcerative colitis? We see very many cases of diverticulosis but 
diverticulitis, as we understand it, is comparatively not as common as one would 
take it from Dr. Collins’ series. I work in a hospital where there are several 
thousand patients and I see patients in private practice too, but I see few cases 
of diverticulitis. As a rule there seems to be some difference of opinion among 
the radiologists and clinicians as to just exactly what diverticulitis is. Therefore, 
I would appreciate if Dr. Collins would give us his diagnostic criteria for both 
diverticulitis and segmental ulcerative colitis. 


Dr. Henry A. Monat (Washington, D.C.):—I would just like to add that the 
paper of Dr. Collins and Dr. Ferguson’s remarks were absolutely proper. I think 
I see quite a lot of ulcerative colitis being superimposed over diverticulitis. I 
would like to point out one thing in the treatment of the ulcerative colitis. 
Aside from the diets that are suggested and aside from the surgical manage- 
ment, liaison between the surgeon and internist is absolutely essential. During 
the quiescent period the patients ought to have psychotherapy, otherwise they 
may have frequent relapses in spite of all medical efforts. 


Dr. Donald C. Collins (Hollywood, Calif.):-I wish to thank Dr. Lynn 
Ferguson very sincerely for his very fine discussion. I am certain that his cases 
and our type of patients are radically different. Most of our individuals were 
brought in by ambulance to the hospital. They come from a much poorer eco- 
nomic status, being neglected, without previous proper care, and reach us quite 
late in their disease. Since most of this report is derived from a county hospital 
practice, there is not the same speed in adequate definitive treatment that can 
be given to a patient under private hospitalization. 


I wish to certainly highly compliment Dr. Ferguson on his 20 patients that 
he treated without a fatality. I think that record speaks volumes for the very 
fine surgical ability of Dr. Ferguson. 
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Dr. Ferguson and I see eye-to-eye on treatment. Each of these patients 
must be individualized in their proper care. In my presentation I described what 
constituted optimum treatment. This is the program we would like to follow, if 
possible. In most of these individuals, as Dr. Ferguson has so aptly said, you 
have to “play it by ear”, having to gauge your surgical treatment to what your 
patient will stand and still be alive upon discharge from the hospital. As you 
will recall, there were only five of these 16 persons that we could treat in the 
optimum manner, performing a one-stage operation. There was just one death 
in these five individuals so treated. The remainder had many grave complications 
from the very start. These are the late examples that we as surgeons would 
appreciate seeing earlier. 


To answer Dr. Eisenstadt: There were 1,144 consecutive instances of acute 
diverticulitis, and that constitutes one of the largest series in the literature at 
the present time. Yet, we only found 16 of these clinical entities. I can’t add any 
other examples, since that’s all there were. I agree with you that we should 
have more instances to report, but fortunately they are not encountered very 
often. 


What I desired to emphasize before this fine group this afternoon, is that 
these clinical syndromes are potentially “dynamite” and are equally as dangerous 
to the gastroenterologist caring for them. Just like the villous-tumors of the 
anorectum, that you are familiar with, gentlemen. You may have a patient with 
one of these lesions in apparently fairly good health, and yet he may be dead 
three days hence from unrecognized acute electrolyte loss, unless energetically 
treated. Unfortunately, some doctors fail to recognize these tumors and are at a 
loss to explain the sudden failure and death of their patient. Thus, there are 
certain acute surgical emergencies that we have to treat correctly with an abso- 
lute minimum of delay. I am indeed sorry that we didn’t have more individuals, 
Dr. Eisenstadt. 


To answer the questions as to how we made our diagnoses: the diagnosis 
was made by very competent internists and radiologists. It was based upon the 
patient’s history and physical findings, comprehensive laboratory tests, and ade- 
quate roentgenologic studies. These represented very acute instances of acute 
diverticulitis. There were no subacute nor chronic individuals included in this 
report. These were so diagnosed by some of the most competent medical authori- 
ties in Los Angeles. 


I wish to compliment Dr. Monat for his very fine discussion and I desire to 
sincerely thank all the discussants for their excellent help in this problem. 


CARCINOMA OF THE COLON® 


CHARLES B. RIPSTEIN, M.D. 
Brooklyn, N. Y. 


Among the visceral neoplasms affecting man, cancer of the colon ranks high 
in frequency and in curability. Recent studies indicate that even better results 
might be obtained from surgical therapy if all the known facts concerning this 
disease are borne in mind. The present paper is based on our experience with 
1,000 operations for cancer of the colon over the past 20 years and outlines the 
present concept for surgical management of this disease. 


Preoperative preparation:—The advent of antibiotics which made steriliza- 
tion of the bowel feasible, revolutionized colon surgery. By minimizing the 
danger of infection and peritonitis more radical resections with primary anasto- 
mosis became routine and the mortality and morbidity of colon resection com- 
parable with that of other abdominal operations. More recently the emergence 
of resistant organisms and secondary invaders in the sterilized colon has 
prompted review of the problem of antibiotic preparation for surgery and it has 
become clear that “routine” preparation is inadequate and preliminary culture 
and sensitivity studies are essential. This can best be done by determining the 
antibiotic sensitivity of a mixed suspension of stool organisms and tailoring the 
preoperative medication to fit'. We have found that in so doing we have reduced 
the incidence of complications caused by infection®. It has become apparent 
that as antibiotics become more popular and more widely used they become 
less effective and resistant organisms more frequent. 


A mechanically clean bowel is essential for accurate surgery and this is 
accomplished by a fluid low residue diet, daily colonic irrigations and catharsis 
for 48 hours prior to surgery. It is mandatory that obstruction of the colon, 
whether partial or complete, be relieved before definitive surgery. This may 
often be accomplished by intubation and enemas but in some instances a pre- 
liminary decompression procedure is necessary. A simple loop colostomy in the 
transverse colon is the preferred operation for all lesions in the sigmoid and 
descending colon. This effects complete diversion of the fecal stream and is a 
useful safeguard for subsequent resection and anastomosis. In cases where the 
cecum is markedly enlarged by x-ray, cecostomy is preferred because of the 
danger of performing a transverse colostomy and missing a perforation in the 
cecum. In these patients the cecum is exteriorized so that an effective vent is 


produced. 


__ ®Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 
From the Department of Surgery, Beth-El Hospital, Brooklyn, N. Y. 
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The preoperative correction of anemia, nutritional deficiencies and fluid and 
electrolyte imbalance has helped to reduce the mortality of colon surgery. Since 
many patients are in the sixth and seventh decades and suffer from degenerative 
diseases it is important to protect them from cardiac, respiratory and urinary 
complications and to be aware of any other associated conditions. 


Careful attention to the details of preoperative management will be re- 
warded by increased technical ease and a smoother postoperative course. 


Operative procedure:—As experience has increased a more radical approach 
to the resection of lesions of the colon has gradually evolved. 


In all patients in whom a curative resection is carried out the following 
points are routine: 


1. Thorough removal of lymphatic drainage areas with high arterial ligation 
and wide resection of posterior peritoneum and retroperitoneal tissues in the 
region of the lesion. 


2. Occlusion of the bowel lumen above and below the lesion to minimize 
intraluminal spread of desquamated cells which may become implanted in the 
line of anastomosis. 


3. Early ligation of the veins draining the area of the lesion to prevent 
dissemination by venous emboli during manipulation of the tumor. We have 
found that the number of viable tumor cells in the venous blood is increased 
during surgery and at present are studying the effect of intravenous nitrogen 
mustard during operation in killing these cells in their most susceptible phase. 
It appears likely that the use of some intravenous tumoricidal drug may become 
a routine part of all resections for cancer. 


4. Extensive resection of colon, subtotal colectomy, in all patients in the 
younger age group in whom the operation is thought to be curative. Limited 
resection is reserved for bad risk patients, for palliative resections and for those 
individuals whose long term prognosis is doubtful because of associated disease. 


This viewpoint has arisen from a study of our own material. In 450 patients 
undergoing colon surgery for cancer, 27 (6 per cent) ultimately developed a 
second primary lesion. Because of the fact that many patients died within a 
year of operation owing to metastatic disease or to associated degenerative 
conditions we felt that this figure did not represent a true incidence and when 
we excluded all patients who failed to survive five years, the incidence of second 
primary tumors increased to 15 per cent. To test this concept further we rou- 
tinely performed a subtotal colectomy to the level of the rectosigmoid in a 
group of 100 patients with carcinoma of the colon. This was done to determine 
the actual incidence of adenomatous polyps, the frequency of malignant change 
and to assess the more radical procedure in terms of mortality and morbidity. 
The results of this study are interesting. 
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In this group, 40 patients had multiple (more than three) adenomatous 
polyps associated with a single carcinoma and in eight cases malignant change 
was present either as a frank carcinoma or malignant degeneration in a polyp. 
Three of these second malignant tumors were palpated in the colon; the remain- 
ing five were unsuspected until the specimen was examined by the pathologist. 
It would appear that many of the so-called second primaries of the colon are 
present at the time of resection of the first lesion and are unrecognized until 
months or years later when they produce clinical symptoms or grow large 
enough to be demonstrated on barium enema. 


The operative mortality in the original group was 9 per cent. This was the 
same as in a comparable group of city hospital patients subjected to a more 
limited resection. In the author's personal series of 89 subtotal colectomies for 
cancer of the colon there has been one operative death. The only postoperative 
problem related to the increased extent of resection is frequency of bowel move- 
ment. This occurs initially in all patients but is temporary (2 weeks to 2 months) 
except where a long segment of terminal ileum has been removed. Postoperative 
x-ray studies in this group demonstrate that the terminal ileum becomes hyper- 
trophied and colonic in appearance and apparently takes over the water absorb- 
ing function of the large bowel. 


From this experience we are convinced that multiple polyps of the colon 


frequently accompany clinical carcinoma and that second primary lesions may 
be present in a fair percentage of cases. In younger individuals in whom the 
operation is considered curative a more radical resection is indicated; the entire 
colon to the level of the rectosigmoid should be excised. Limited resections are 
reserved for poor-risk patients, for palliative operations and for patients whose 
long-term prognosis is doubtful because of associated disease’. 


Postoperative management:—The principles of postoperative care have been 
established as follows: 


1. Decompression of the intestinal tract by intubation until peristalsis re- 
turns. This may be accomplished by nasal intubation or by direct insertion of a 
catheter into the bowel through a stab wound. The latter method is useful in 
older patients in whom prolonged intubation may be necessary‘. 


2. Antibiotic coverage guided by the preoperative stool cultures. 
3. Replacement of blood, fluids and electrolytes. 


4, Careful attention to tracheobronchial toilet. Pulmonary complications 
are a major source of morbidity and mortality and in most instances are caused 
by aspiration or accumulation of secretions. 


Results of surgery:—In the past 20 years we have had the experience of 
dealing with 1,000 cases of carcinoma of the colon. Statistics for the group as a 
whole are meaningless because of changes in operative technic and improve- 
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ments in pre- and postoperative management. The concept of treatment outlined 
in this paper has been in effect for six years and has been applied to 340 
patients. In this series there have been 14 deaths, an over all mortality rate of 
4.1 per cent. In 89 patients a radical subtotal colectomy has been carried out 
as a curative operation with one surgical mortality. This is admittedly a selected 
group since all of these patients were under 70 with no associated disease and 
no dissemination of carcinoma. This series is too small for statistical analysis 
and the follow-up is short but to date we have seen no early recurrences and 
it is our hope that the ultimate results will be improved. 


SUMMARY AND CONCLUSIONS 


The experience gained from the surgical treatment of 1,000 cases of carci- 
noma of the colon has led us to the following conclusions: 


1. Preoperative sterilization of the bowel contents is essential and must be 
controlled by antibiotic sensitivity studies. 


2. Operative procedures must be designed to prevent dissemination of 
tumor cells through the lymphatics and veins and via the intestinal lumen. 


3. A more radical resection of the colon will reduce the incidence of sec- 
ond primary lesions. 


4. Careful long-term follow-up studies and autopsy reports on all patients 
dying following resection for carcinoma will ultimately prove or disprove the 
validity of these observations. This material is presented at the present time as 


a preliminary report. 


REFERENCES 


1. Ripstein, C. B., Milberg, M., Kamens, E. and Banowitch, M.: Efficacy of preoperative 
bowel preparation with single and combined use of antibiotics. Symposium on antibiotics, 
USPHS Antibiotics Annual, 1954-55. 

. Ripstein, C. B.: Primary resection of colon for carcinoma. J. Am. Geriatrics Soc. 1:639-641 
(Sept.), 1953. 

. Ripstein, C. B.: Radical colectomy in the treatment of polyps of the colon. Current 
Surgical Management II, 1960, page 42. 

. Ripstein, C. B. and Schneider, K.: An appraisal of temporary gastrostomies and enteros- 
tomies. Am. J. Surg. 96:90 (July), 1958. 


PALLIATION IN THE MANAGEMENT OF CARCINOMA 
OF THE COLON AND RECTUM® 


JOHN H. REMINGTON, M.D., M.S.+ 
Rochester, N. Y. 


Carcinoma of the colon and rectum has a more favorable prognosis than 
carcinoma in any other portion of the gastrointestinal tract’. In early cases when 
no lymph nodes are involved the five-year survival rate approaches 75 per 
cent®*, When nodes are involved the five-year survival rate is approximately 35 
per cent. Little improvement in these figures can be expected by extending the 
scope of surgery or doing radical pelvic and abdominal lymphadenectomies*. 
This has been done by several groups with an increase in complications and 
hospital morbidity and only a questionably significant improvement in the five- 
year survival rate**, It is not recommended as a routine procedure. 


Until more is known about cancer and until other methods of treatment are 
developed, we must continue to manage carcinoma of the colon and rectum as 
we currently do. The only immediate improvement obtainable in the results of 
treatment of carcinoma of the colon and rectum is by diagnosing the disease 
earlier. The difference between a five-year survival rate of 75 per cent and 35 
per cent, depending upon nodal involvement, is mute evidence of the importance 
of early diagnosis. At present delay in the diagnosis occurs in eight out of ten 
cases® and this delay averages over six months’. The physician is responsible 
for delaying the diagnosis in 31 per cent of patients with carcinoma of the colon 
and rectum; one-half of the physicians causing this delay are qualified spe- 
cialists®. 


The National Cancer Institute® has estimated that only 15 of every 100 
patients with cancer of the rectum are being cured, whereas early detection 
could cure 70. The first physician seen by the patient following the onset of 
symptoms very often determines whether a carcinoma of the colon or rectum 
is cured or whether it kills the patient’. 


In our current management of this disease palliation unfortunately plays the 
leading role. The 75 per cent five-year survival rate in early cases mentioned 
above is excellent, but it involves only a small number of patients in whom the 
diagnosis is made. In a review of 330 private patients, I found that 22 were not 
submitted to surgery as the disease was obviously terminal. A palliative resec- 
tion or some palliative surgical procedure was done on 76. In the remaining 232 
cases I resected the lesion as a curative procedure. 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 

tDepartment of Surgery, St. Mary’s Hospital, Rochester, N. Y., and Clinical Assistant 
Professor of Surgery, University of Rochester School of Medicine and Dentistry. 
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If we consider 100 patients on whom a diagnosis of carcinoma of the colon 
or rectum has been made, 7 will be beyond surgical help, 23 will have a pallia- 
tive surgical procedure done, 70 will have a resection with hope of cure, 3 will 
die following operation, and 33 will be alive five years later. Other studies indi- 
cate only 25 will be alive 5 years later® (Fig. 1). 


It is the purpose of this paper to discuss palliative measures that can be 
helpful as well as harmful to approximately 67 per cent of patients with carci- 
noma of the colon or rectum who eventually look to us for some help or hope. 


Before any palliative measure is instituted it is most important that two 
things be definitely determined; first, are we positive that some curative opera- 
tion still could not be done, and secondly, just what are we attempting to accom- 


8 50 


Fig. 1—Expectation of survival of patients having carcinoma of the colon. 


plish. A careful and thorough examination must be done to determine the loca- 
tion and extent of malignant involvement before these two basic questions can 
be answered. Carcinoma of the colon with extensive local involvement of adja- 
cent pelvic or abdominal organs frequently is still in a curative stage if it is 
removed’®. Even recurrent carcinoma does not mandate palliative treatment a 
priori. Over 40 per cent of recurrent carcinomas of the colon and rectum can be 
resected again, and one-third of these patients will be alive 5 to 16 years later". 
If any doubt exists as to re-resectability, the patient should have the benefit of 
exploratory celiotomy. 


When nothing curative can be attempted a positive approach to the problem 
of palliation must be maintained. When the physician adopts a negative attitude, 
the patient suffers. Merely renewing a narcotic prescription is not proper pallia- 
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tion. Too often the busy surgeon loses interest because there is nothing more to 
cut, and the internist is not interested in taking over the terminal care of a hope- 
less surgical case. It might be well at this point for both to recall the aphorism 
of Edward Trudeau, “To cure sometimes, to relieve often, to comfort always”. 


What are we attempting to accomplish by palliation? This question must 
be asked and answered for each patient. If it is not asked and answered care- 
fully, unnecessary suffering by neglect or unnecessary operations and colostomies 
will follow. Palliation can accomplish four things only: 


1. relieve pain 

2. prevent or relieve obstruction 
3. prolong a useful life 

4. give moral support 


All four objectives should be considered in preventing unnecessary treatment 
and in obtaining the maximum benefit to each patient. 


RELIEF OF PAIN 


Drugs:—Opiates, especially codeine, should be avoided if possible as they 
are very constipating. Prolonged use with increasing dosage can cause fecal im- 
pactions even in the presence of a transverse colostomy. Aspirin and nonnarcotic 
drugs such as dextro-propoxphene-hydrochloride (Darvon) should be used first, 
later in combination with Denierol or methadon which are not constipating. 
When oral medication becomes unsatisfactory a member of the family often can 
be instructed how to administer subcutaneously one of the nonconstipating 
narcotics. Tranquilizers often enhance the effects of narcotics and allay appre- 
hension. 


Cordotomy:—Section of the anterolateral pathways of the spinal cord occa- 
sionally is necessary for the relief of severe pelvic, perineal, or leg pain. Such 
pain is the result of pelvic recurrence following resection of a rectal carcinoma. 
Abdominal visceral involvement may be absent and a useful, pain-free life can 
be extended by cordotomy. It should be done before undue suffering and 
debilitation have ensued. Turnbull’? has called attention to the tendency to 
postpone cordotomy when it is indicated and has been considered. 


Prefrontal lobotomy:—Section of the frontal thalamic fibers can be done 
easily under local anesthesia. It is a less formidable procedure than cordotomy 
and should be considered in carcinomatosis when pain cannot be controlled by 
drugs. The absence of pain and the altered attitude affords relief to the patient 
and his family. 


Radiation therapy:—X-ray or interstitial radiation frequently will relieve 
pain from metastases arising from carcinoma of the colon or rectum. Henschke"™* 
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reported symptomatic relief in over half of the patients so treated. Palpable 
masses may become smaller for a prolonged period. Mayo" reported a 20-year 
survival following palliative radiation therapy for inoperable carcinoma of the 
rectum. Wise and Smedal"* reported relief of pain by use of two million volt 
radiation. 


Hypnosis:—Only the uninformed physician believes that hypnosis is akin to 
black magic’*. Amazing results are possible with hypnosis in relieving pain, 
reducing or eliminating narcotics, and changing the attitude and outlook of 
patients with carcinomatosis. These unfortunate individuals have a strong moti- 
vation to obtain some measure of relief and they respond readily to hypnosis. 
Old or senile individuals are not induced easily, but intelligent, alert patients 
can be put into a hypnotic state in one or two minutes. The posthypnotic sug- 
gestions are given and can be repeated and reinforced at subsequent sessions as 
necessary. Results have been gratifying in the cases in which I have used hyp- 
nosis during the past two years. I am convinced its use should be expanded in 
managing terminal cases of carcinomatosis. 


PREVENTION AND RELIEF OF OBSTRUCTION 


Resection of the primary tumor in the presence of metastases that cannot 
be removed is justifiable and should be done unless so much of the liver is 
involved that the procedure would be useless. Five-year survivals occurred in 
15 per cent of patients having resection of the primary tumor in the presence 
of metastases in a series of 175 palliative operations reported by Swinton, et al’’. 


Experienced judgment must be exercised to prevent cacotelic operations”. 
In the presence of widespread hepatic or visceral metastases a colostomy to 
prevent obstruction should not be done unless there is definite evidence that 
clinical obstruction is already present. A “preventive” colostomy brings unneces- 
sary suffering to the patient and his family. A low residue and later a nonresidue 
diet should enable the patient to complete his stay in relative comfort'*. In the 
rare case where complete obstruction later ensues, a loop colostomy might be 
necessary. Small bowel obstructions from adhesions or metastases have occurred 
above a “preventive” colostomy while actual occlusion of the lumen of the colon 
never occurred. A “preventive” colostomy is an unnecessary colostomy. 


Side-tracking procedure such as ileocolostomy or colocolostomy around 
lesions that cannot be locally resected can be done easily with great benefit to 
the patient. Obstruction is prevented without an abdominal colonic stoma. 


Rare occurrences of disappearance of a large, nonresectable, obstructing 
carcinoma of the colon after a palliative colostomy have been reported’®”°, 


Fulguration:—Occasionally fulguration is useful as a palliative measure in 
keeping the lumen of the rectum patent in elderly patients. It can be used to 
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reduce the bleeding and the secretion of mucus when the lesion cannot be 
excised locally. 


Case 1:—Examination of a feeble, decompensated 79-year old male revealed 
a carcinoma of the anterior rectal wall 4 cm. in diameter located 6 cm. above the 
anus. His cardiac status precluded any surgical procedure. The lesion was ful- 
gurated periodically for four years until he expired from a heart attack. 


Case 2:—An active 85-year old woman with pulmonary metastases from 
bilateral carcinoma of the breasts complained of profuse rectal bleeding. Exami- 
nation and biopsy revealed a small actively bleeding adenocarcinoma of the 
anterior rectal wall. She refused to enter the hospital for local excision so the 
lesion was fulgurated. Three months later a small nodular recurrence at the same 
site was fulgurated. She is alive without rectal bleeding 9 months later. 


PROLONGATION OF A USEFUL LIFE 


When properly employed all the aforementioned procedures can aid in pro- 
longing a useful life. Life per se may not be prolonged, but a useful, more com- 
fortable life can be extended. Exenterations and radical surgical procedures for 
metastases from carcinoma of the colon and rectum increases the suffering of 
the patient and prolongs the period of hospitalization. It is extremely doubtful 


if it prolongs life. Fansler** has stated that when palliation is the object of treat- 
ment, simple procedures will give the patient more comfort and as many years 
of life as exenterations and similar radical procedures. Transfusions, infusions 
and heroic measures during the last few days or hours will not prolong a useful 
life and often add to the patients suffering. 


Palliative efforts to prolong a useful life by chemotherapeutic agents has 
not been demonstrated. Many agents are being investigated currently, but their 
use should be restricted to carefully controlled studies. Perfusion of pelvic organs 
with these agents by means of a heart pump and oxygenator are fascinating 
studies, but are not applicable clinically at this time”. 


Support OF PATIENT MORALE 


The fourth objective of palliation, support of the patient’s morale, will be 
achieved by the physician’s earnest efforts to achieve the other three objectives. 
If something is being done, regardless of results, the patient’s outlook will be 
helped. Hope springs eternal, and even when the patient realizes his plight, he 
still hopes. To be seemingly abandoned and alone is a despairing dilemma and 
forces some terminal patients or their families to seek aid from unscrupulous 
sources. If the physician or surgeon is interested in diagnosing and treating 
patients with early malignancy, it is his responsibility to help them in the late 
stages of the disease. Even a show of interest and talking to the patient will 
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help. Kipling is credited with saying that words are the most powerful drug used 
by mankind. 


SUMMARY 


Palliative treatment is necessary in approximately 67 per cent of patients 
in whom a diagnosis of carcinoma of the colon or rectum is made. Extending 
the scope of surgery will not improve this figure. Decreasing the current 80 per 
cent delay in the diagnosis of the disease should increase the number of patients 
surviving five years. 


Before palliative measures are instituted it must be definitely determined 
that a curative procedure still could not be done. In case of doubt exploratory 
celiotomy is indicated. 


When the patient is beyond the curative stage there is still much that can 
be done if the physician takes an active interest and assumes a positive approach 
to the problem. The results are often rewarding with survivals beyond 5 years 
not uncommon. 


Four things can be accomplished by palliation: relief of pain, relief or 
prevention of obstruction, prolongation of a useful life, and support of the 
patient’s morale. Before the patient is subjected to possible additional suffering 
from any palliative measure, the possibility of accomplishing these objectives 
should be weighed carefully. 


Palliative exenterations and similar radical palliative procedures have little 
to offer in prolonging the patient’s life and relieving his pain. A “preventive” 
colostomy should not be established in the expectation that obstruction might 
develop at some time in the future. A “preventive” colotsomy is an unnecessary 
colostomy. 


When properly and sensibly employed, drugs, diet, radiation, fulguration, 
hypnosis, and surgery have much to offer as palliative measures in the manage- 
ment of carcinoma of the colon and rectum. 
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DIscussION 


Dr. Milton J. Matzner (Brooklyn, N. Y.):—I wish to congratulate both 
authors on their well prepared papers. I would like to make a few comments 
first about Dr. Ripstein’s presentation. He covered the subject in an interesting 
and thorough manner. There are some thoughts I feel should be re-emphasized 
and a few additional comments seem worthy of expression. 


As stated by Dr. Ripstein, the proper use of intestinal antisepsis has revo- 
lutionized colon surgery. The importance of a mechanically clean bowel has 
likewise been stressed. He made some comments about the routine preparation, 
stating it was perhaps somewhat inadequate and he felt preliminary culture 
and sensitivity studies are essential. It is of interest that Dr. Poth recently com- 
mented in the June 1960 issue of the Journal of Surgery that the combination 
of neomycin and sulfathaladine is a very effective combination and did not give 
him or his colleagues any adverse complications. 


I would appreciate some comments by Dr. Ripstein concerning his com- 
parative experience with this combination, particularly because I felt that in 
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some instances it may not be feasible to delay for 36 hours until these sensitivity 
studies are completed and then to begin the therapy for intestinal antisepsis as 
outlined in his presentation. 


In the author's comments about a curative resection he emphasized the 
occlusion of the bowel lumen above and below the lesion to minimize intra- 
lumenal spread of desquamated cells which may become implanted in the line 
of anastomosis. In this regard, Cole has also emphasized recently the hazard of 
implantation and survival of malignant cells which might well be augmented 
by intestinal antiseptics by their production of the medium essentially void of 
bacteria. I would appreciate if Dr. Ripstein also would comment on his experi- 
ences with the use of diluted Dakin’s solution as an irrigant in the lumen of the 
bowel in preventing tumor implantation and transplantation. 


As experience has increased, the more adequate and complete approach to 
curative resection of colonic neoplasms has been widely adopted. In the post- 
operative management program, the modern recovery room has also been in- 
valuable. 


With regard to Dr. Remington’s paper, I feel that he has presented his 
subject very concisely and he has aptly stated that until more is known about 
cancer and other methods of treatment are developed, we must continue to 
manage carcinoma of the colon and rectum as we currently do. Based on my 
observations as a gastroenterologist, I wish to re-emphasize that improvements 
in the results of treatment of carcinoma of the colon and rectum may be antici- 
pated by diagnosing the disease earlier. This will necessitate the prompt recog- 
nition of warning symptoms and the performance of necessary examinations. 
Among these should be included stool examinations for blood, digital and proc- 
tosigmoidoscopic investigation of the lower bowel, the employment of modern 
radiographic technics and, where facilities permit, exfoliative cytology study of 
the colon contents. To this one should add the earlier detection and destruction 
of precancerous lesions. 


Although the ultimate aim of all operations for cancer is cure, there is 
nevertheless a definite group of cases which are inoperable and of necessity 
require palliative procedures. 


Dr. Remington has well stated that palliation can accomplish four things 
and probably only four things: one, the relief of pain; two, prevent or relieve 
obstruction; three, prolong a useful life; and, four, give moral support. 


Our limited experience with chordotomy for relief of pain has not been a 
successful one. Cobalt therapy of pelvic lesions has frequently produced un- 
toward symptoms. Its effectiveness has been somewhat better with bony and 
pulmonary metastasis. 
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It is important to re-emphasize that a preventive colostomy is an unneces- 
sary colostomy. We also feel that advanced obstruction is the only indication 
for colostomy. 


We have had no experience with hypnosis as a palliative measure, although 
I have spoken to some surgeons in my area and one in particular stated he too 
has found it to be of some help in utilizing posthypnotic suggestion. 


Limited experience with isolation perfusion of pelvic organs with chemo- 
therapeutic agents has not been sufficiently beneficial up to this time for pallia- 
tion. We have found that a well organized tumor board with representatives of 
many services of the hospital has been useful in the re-evaluation of the patient's 
problems that frequently have arisen postoperatively and have frequently been 
of significant service in improving our program of palliation. 


I would again like to thank the authors for the opportunity to discuss their 
papers and compliment them on their presentations. 


Dr. C. B. Ripstein (Brooklyn, N. Y.):—1 would like to thank Dr. Matzner 
for his excellent discussion. 


In regard to the questions he has asked, we agree that neomycin and sulfa- 
thalidine, or any of the sulfa derivatives, is probably the best routine prepara- 
tion and in those cases where there is urgency for early operation we utilize it 
too. We have, however, found that a certain percentage of individuals will show 
organisms, pathogenic organisms, that are not affected by even this combination. 
Nothing is 100 per cent successful, and I think it makes more sense to indi- 
vidualize the preparation of the bowel wherever feasible. 


We have not used Dakin’s solution to irrigate, and, incidentally, although 
it’s not a commercially beneficial statement, Dakin’s solution is exactly the same 
as chlorpactin which has been advertised as an effective therapeutic agent in 
tumors. There is no difference whatsoever. We have not used it because we are 
very anxious to estimate the value of our prophylactic adjuvant therapy in using 
thiotepa. We want to use local recurrences as one indication of its value, so we 
do not want to confuse the picture at the present time, but I think if you are 
going to overcome this difficulty that it might be a useful addition to therapy. 


STUDIES OF SYSTEMIC HEMOSTATIC FACTORS IN PATIENTS 
WITH BLEEDING DUODENAL ULCER* 


CAPT. H. LEONARD JONES, JR., MC, USN, F.A.C.G.+ 
LT. R. EDWIN BALL, JR., MC, USNt 
LT. (jc). LAWRENCE J. JENKINS, JR., MSC, USNR 
QUIRINO GALIPON, HM2, USN 
CATHERINE A. DEMMER, HM2, USN 
THADDEUS A. JUDA, HM2, USN 
and 
RUSSELL E. GALiPEAU, HM3, USN 
Chelsea, Mass. 


During the course of studying the clinical use of glycerolized frozen blood 
at the United States Naval Hospital in Chelsea, Mass.'*, under the joint super- 
vision of the Department of the Navy and the Protein Foundation of Boston, 
Mass., it was surprising to find no reports of comprehensive studies of systemic 
hemostatic factors in patients with duodenal ulcers, with or without evidence 
of bleeding. Many other factors have been recently re-emphasized, notably local 


ones affecting the hemostasis in bleeding duodenal ulcers, e.g.: inflammatory 
changes in vessels*, as opposed to previously stressed importance of arterio- 
sclerosis (and hence age)*, salicyl compounds®, which is disputed by certain 
authors’ who are in the minority. 


But by far the most penetrating, comprehensive and meticulous study, both 
in vivo and in vitro, on local environmental factors affecting hemostasis in bleed- 
ing from the upper gastrointestinal tract was carried out by Bodi, Wirts, and 
Tocantins and reported in the 1956 edition of Progress in Hematology, edited 
by Dr. Tocantins*. It is beyond the scope of this paper even adequately to 
summarize here the many variables considered and all the contributions in this 
study. Suffice it to mention two of the most significant findings stressed by the 
authors themselves: 1. Gastric juice buffered with a large dose of aluminum 
magnesium hydroxide mixture markedly reduced clot lysis, which coincided with 
minimal or absent peptic activity; 2. posthistamine gastric juice consistently 
prevented clotting of blood when mixed in equal portions and fasting gastric 
juice usually delayed or prevented it, but these effects could be obviated by 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 

tFrom the Medical and Laboratory Services and the Blood Research Laboratory, U.S. 
Naval Hospital, Chelsea, Mass. 

The opinions herein expressed are those of the authors and do not necessarily reflect 
the views of the Medical Department of the Navy or of the Naval Service at large. 


243 


244 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


buffering with milk, cream, a milk and cream mixture, a milk protein prepara- 
tion, and antacid gel. 


This investigation was first prompted about one year ago following the 
adoption of more comprehensive and practical battery of screening tests for 
bleeding disorders, including the highly sensitive partial thromboplastin test® in 
connection with the aforementioned Blood Research Project®; our Residency 
Training Program; after the additional use of a well-standardized oral ascorbic 
acid saturation test’ in certain originally poorly understood bleeding disorders"; 
after review of some of the more voluminous pre-World War II literature on 
experimental scurvy in guinea-pigs (20 of 75 developed peptic ulcers versus 
none in 1,000 controls)'*, and in an initially “normal” human being (without 
evidence of peptic ulcer before or during the experiment)", and particularly 
clinical and laboratory studies indicative of high incidence of “subclinical scurvy” 
in patients with peptic ulcers'** and especially bleeding therefrom’***. 


It is believed in retrospect that it was perhaps fortunate that, prior to 
beginning the study, we had not read the scholarly “Medical Progress” paper 
entitled the “Physiologic Significance of Vitamin C in Man” published in 1944 
by Pijoan and Lozner*. They were so critical of the previously held widespread 
concept of subclinical scurvy and presented arguments so plausible at that time, 
against the validity of sporadic low or negative blood, plasma or urine levels of 
ascorbic acid and even the oral or intravenous saturation tests, that this at least 
appeared to have had a stifling impact on further studies in this direction, judg- 
ing from the paucity of pertinent reports during the subsequent 12 years, e.g.%-™. 
Their reasoning then—though less potent now in the face of much direct and 
indirect new knowledge acquired since then—might almost have been enough 
to have dissuaded us(!) from combining our studies of ascorbic acid with com- 
moner and more conventional screening tests for “bleeding disorders” in the 
following investigation of duodenal ulcer. 


MATERIALS AND METHODS 


The study was limited to patients with radiographically confirmed duodenal 
ulcer, with or without hemorrhage, either gross or occult, and with one excep- 
tion, without coexisting frank symptoms or signs of other disorders commonly 
designated as arterial, endocrine, or “hemorrhagic” or deficiency diseases. It did 
not include those with concomitant parenchymal liver or biliary tract disease, 
in which systemic hemostatic defects have been found, often multiple and 
highly complex (as many as 16 possible defects identified)**. It also did not 
include patients developing ulcers in the course of steroid or salicylate therapy 
or the administration of other drugs suspected of being ulcerogenic or of causing 
blood dyscrasias. 


The first 10 cases (Group I) selected for study had the usual complete 
blood count, hemoglobin, hematocrit, gastric analysis with guaiac test, serial 


Jones et al—Systemic Hemostatic Factors in Bleeding Duodenal Ulcer 245 


stool guaiac tests, as well as platelet counts by the direct method with phase 
microscopy”, Lee-White clotting time, “prothrombin time” by the one-stage 
Quick method, bleeding time (Duke technic, usually in both ear lobes) and a 
tourniquet test with the Rumpel-Leeds technic. The incidence of abnormal or 
borderline results in even these few cases was sufficient to prompt their repeti- 
tion in a number of instances, to improve the technic and care with which they 
were done, and to expand our screening tests for hemostatic defects. 


The next 7 cases (Group II) had two additional tests, namely—the partial 
thromboplastin time and the ascorbic acid saturation test. One of our technicians 
(C.A.D.) was taught the former in a local laboratory® which has had consider- 
able experience in the procedure”. 


TABLE I 


Hemostatic Facrors in Active DuopENAL ULCERS 


Total No. cases with 
Group I Group II | Group Il cases 1 or more hemo- 
10 cases 7 cases 10 cases (27) static defects 


Recent gross 
hemorrhage 


Recent occult 
hemorrhage 


No physical or 
emical evidence 
of recent 


hemorrhage 


"See text for details of this case. 


The technic of the partial thromboplastin test is as follows: Blood is drawn 
by letting 4.5 ml. drip from a siliconized needle into a siliconized tube with 
0.5 ml. of sodium citrate, 0.1 M as an anticoagulant. The specimen is inverted 
once and immediately put into an ice bath and then spun at approximately 
3,500 rpm for 20 minutes while packed in ice. Three immaculately clean Kahn 
tubes are placed in a 37°C. water bath. Four ml. of calcium chloride 0.03 M are 
pipetted into a test tube and also placed in the 37°C. water bath. A 1:1000 
dilution of brain cephalin is made by pipetting 0.1 ml. of thawed brain cephalin 
in a 100 ml. graduated cylinder and diluting to volume with 0.85 per cent 
sodium chloride solution. With a clean 1 ml. pipette 0.1 ml. of the dilute brain 
cephalin and 0.1 ml. of plasma are pipetted into each of the three Kahn tubes. 
The tubes are allowed to incubate for 5 minutes to come to the temperature of 
the water bath. One-tenth ml. of the 0.03 M calcium chloride that has been in 
the water bath is blown into one of the Kahn tubes and a timer started at the 
same time. The specimen is slowly agitated with a platinum loop until a clot 
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forms. After the earliest stages of learning this method about 10 months ago 
(January 1960) excellent reproducibility has been achieved in this laboratory. 
Normal values have been considered to be from 70 to 100 seconds. It is impor- 
tant, however, that all glassware used in this procedure be scrupulously clean 
and that the same type of pipettes be used throughout the procedure. 


The second screening test mentioned above and not ordinarily included for 
“hemorrhagic disorders” was the oral ascorbic acid saturation test. The procedure 
as used at the Massachusetts General Hospital’ is as follows: 


The patient voids (usually on arising in the morning) and discards his 
urine; 2 hours later he voids completely again, and collects the urine as the 
control specimen. At this time he ingests a loading dose of 500 mg. of ascorbic 
acid; 2 hours and 4 hours thereafter the 2nd and 3rd specimens are collected. 


All 3 specimens are analyzed according to the following method based upon 
those of Roe and Kuether® and Shaffert and Kingsley*®, viz: One ml. of urine 
is added to 19 ml. of 4 per cent trichloracetic acid along with one-half teaspoon- 
ful of Norit activated charcoal and shaken vigorously for one minute in order 
to oxidize the ascorbic acid to dehydroascorbic acid (reversible oxidized ascor- 
bic acid). A filtrate is obtained by filtering through Whatman No. 42 filter paper. 
Four ml. of the filtrate are treated with one drop of 10 per cent Thiourea 
solution and 1 ml. of 2 per cent 2,4-dinitrophenylhydrazine. The 2,4-dinitrophen- 
ylhydrazine forms and hydrazone and the thiourea prevents interference by 
oxidizing substances such as Fe+++ and H2zOe, which also produce a color 
with 2,4-dinitrophenylhydrazine. The tubes are placed in a boiling water bath 
10 minutes and then placed in crushed ice for 5 minutes. Five ml. of 85 per cent 
sulfuric acid are added to each tube, drop by drop, and the tubes mixed by 
twirling. The strong sulfuric acid produces a red color. Each specimen is read 
in the Coleman Jr. Spectrophotometer at a wavelength of 540 milimicrons against 
its own blank, which was prepared in exactly the same manner, except for the 
omission of the 2,4-dinitrophenylhydrazine until after the addition of the sulfuric 


acid. 


A standard solution of reagent grade l-ascorbic acid containing 30 meg. per 
1 ml. is prepared and analyzed along with each group of unknowns. The results 
are calculated according to the following formula: 


ne. 
OD (standard ) x x 02 mg. ascorbic acid per volume of urine 


The result is reported in mg./hr., the normal range considered both at the 
Massachusetts General Hospital and this hospital to be 29-49 mg./hr. in either 
postloading 2- or 4-hour specimen. The highest value in our hands was almost 
invariably in the 4-hour specimen, which, however, in rare instances, was 
approximately equal to the 2-hour specimen. 
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Group III consisted of 10 additional cases in which closer attention was 
paid to clot retraction, clot lysis, quantitative fibrinogens, in addition to the 
aforedescribed base line tests which were carried out as in Groups I and II. 
Moreover, any abnormal or borderline test was repeated at least once, and— 
particularly the ascorbic acid saturation test—again repeated at least once after 
the administration of 300 mg. ascorbic acid or more daily for at least one week. 


RESULTS 


In addition to classification of the patients into three groups according to 
what screening tests could be accomplished at the time they were first seen, 
they were analyzed as to whether or not they had evidence of recent gross or 
occult hemorrhage. Gross hemorrhage was defined by the presence of hemate- 


TABLE II 


Hemostatic Factors ActrvE DuopENAL ULCERS 


No. cases with No. cases with No. cases with 
All 3 groups combined multiple hemo- only 1 hemo- no hemostatic 
static defects static defect defect 


Recent hemorrhage, 
Gross and occult: 
23 cases 


No physical or 
chemical evidence 
of recent hemorrhage 


*See text for details of this case. 

**Two of these cases (1 with gross, 1 with occult hemorrhage) had platelet counts of well 
over 500,000, above our normal range. They were the only elevated counts among the 
often repeated ones in the 27 cases. A third had multiple transfusions before the screen- 
ing tests could be performed. 


mesis and/or melena confirmed by guaiac test, with or without shock or acute 
anemia. Base line studies were done prior to transfusions or ascorbic acid admin- 
istration, except in rare instances noted elsewhere. Occult hemorrhage was de- 
fined by one or more, usually multiple, guaiac positive tests on stools and/or 
gastric contents in the absence of criteria for gross hemorrhage. None of the 
occult hemorrhage cases had evidence of chronic anemia and none received 
transfusions. “Recent” hemorrhage meant usually concurrent with, or within a 
few days—or occasionally up to 4 weeks—of the time the tests for hemostatic 
function were completed. In Group I one patient had a subtotal gastrectomy 
for recurrent massive hemorrhages; another had simple closure of a perforation. 
In Group II three patients (one the only female) had subtotal gastrectomies for 
recurrent massive hemorrhage. In Group III one patient had a simple closure 
for a perforation. 
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Table I shows that 6 of 8 patients with recent gross hemorrhages had one 
or more hemostatic defects; 12 of 15 with recent occult hemorrhage had one or 
more hemostatic defects. There were unfortunately only 4 patients with per- 
sistently negative guaiac stools and/or gastric contents. Three of these showed 
no hemostatic defects. The one case which had hemostatic defects was one of 
three that had what we have come to consider to be an elevated partial thrombo- 
plastin time, namely 137 seconds, and 146 seconds. Even though this was one of 
the first cases in which this test was used, at which time a number of technical 
errors were being eliminated by direct observation in our laboratory by the one 
who introduced us to this test®, it was later repeated with better reproducibility, 
ie. 112”, 112”, 111”, which however, is still considered at least borderline. In 
addition, this patient had another “borderline” finding, a bleeding time of 3’ 30” 


TABLE Ill 


REsuLts OF SCREENING Tests* ror HEMosTaATic Derects In DuvopENAL ULCERS 


Bleeding 
Platelet time Tourniquet | Partial 
count direct ae test thrombo- 
with phase |bothear-| ( (Rumpel- | plastin 
microscopy | lobes) i a time 


Total no. 24 25 27 15 
cases in (Grow 


which per- Il & Ill 
only) 
No. cases 


with abnor- 8t 1l 3 
mal results 


po pre pec fibrinogen levels were done only in the last 6 cases (Group III) and were 
well within normal limits (253-604 mg. per 100 ml.) 
**See text for frequent serial estimation of per cent of clot retraction as well as gross 
fibrinolysis of clot simultaneously. 
+Abnormally low counts only. 


in one ear lobe and 5 minutes in the other. He also had 25-30 petechiae in the 
tourniquet test, as well as one of the lowest responses to the ascorbic acid satura- 
tion test, namely .18, .41, .62, each in mg./hr. in the control, 2-hour and 4-hour 
postloading specimen. Unfortunately, this patient has been lost to follow-up and 
repeat tests after conventional medical ulcer treatment, which at that time did 
not include at least 300 mg. ascorbic acid, which we have since come to consider 
to be probably close to the usual minimal daily requirement in such cases. 


Table II combines the number of cases with recent gross and occult hemor- 
hage to show the preponderance of these with multiple hemostatic defects. As 
indicated above in the discussion of the one case with no evidence of recent 
hemorrhage, but with multiple hemostatic defects, we counted multiple 
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“borderline” abnormalities as defined more clearly below, in cases under this 
category, but never listed a case with only one borderline hemostatic defect as 
one with an abnormal result. 


Table III shows the different tests performed for the detection of hemo- 
static defects, the number of cases with abnormal results (not repeated abnor- 
mal results in a given case) as compared with the total number of cases in which 
the test was done. Platelet counts below 200,000 were considered low (all but 
one had counts below 180,000). Bleeding times of 3’ 30” or over were deemed 
abnormal, even though 1-3 minutes is often given as the normal range for this 
method. Even though our laboratory sets 12 minutes as the upper limit for our 
Lee-White clotting time, “borderlines” of 30 seconds below or above this figure 
were never counted. Prothrombin times by the 1-stage Quick method usually 
revealed 12 and 13 second control times, and were never counted if the control 
exceeded 14 seconds. Percentages below 70 were considered abnormal. There 
were 6 such cases. Three of the 4 abnormal results of the Rumpel-Leeds tourni- 
quet test were detected in Group III, in which attempts were begun to “refine” 
this test by comparative serial observations before and after optimal therapeutic 
repletion of ascorbic acid deficits. More than 10 petechiae in a square inch in 
the antecubital fossa, however, were required to designate the result of the 
tourniquet test as positive. The test became negative in these three cases after 
ascorbic acid repletion but a causal relation has not yet been established. 


Three of the 15 cases in which the partial thromboplastin time was carried 
out showed borderline or abnormal results. The technic and some of the diffi- 
culties and merits of this test have been given sufficient attention above for the 


scope of this paper. 

Table IV is self-explanatory and demonstrates again in these cases, what 
was years ago found by many Americans and British investigators, namely, that 
ulcer patients generally have low reservoirs of ascorbic acid. 


CoMMENT 


This study was begun about one year ago as an exploratory one and had 
to be interrupted. It evolved, however, in recent months as a more planned, 
long-term project, when it continued to be promising even in the face of a 
growing awareness of the many pitfalls in the technic, accuracy and interpreta- 
tion of tests of hemostatic function. These pitfalls have been emphasized repeat- 
edly in the book entitled “The Coagulation of Blood”*', edited by Tocantins and 
prepared with the help and under the sponsorship of the Panel on Blood Coagu- 
lation of the National Research Council. Some of these difficulties as well as the 
frequency of false positives and false negatives have been pointed out by 
Diamond and Porter*. 


Jacobson*-** demonstrated the superiority in sensitivity and accuracy of a 
modification of the “Ivy” bleeding time over the “Duke” method. This as well 
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as his current arguments in favor of the serum prothrombin consumption test** 
as the most sensitive screening test for qualitative platelet defect have influenced 
us to modify our screening tests accordingly in future new cases and old cases 
available for follow-up studies. We shall continue, however, to use the clot 
retraction test in conjunction therewith, since frequent serial observations (1, 2, 
4, 6, 12, 24 hrs.) during incubation at 37° revealed impairment of clot retraction 
in 3 of 7 cases in which it was done. It was borderline, i.e. 80 per cent at 1 hour 
in one case, and 40 and 50 per cent at 4 hours in 2 others. Surprisingly, gross 
partial (50 per cent, 50 per cent?) clot lysis appeared in these cases, as well 
as to a lesser extent in two others, out of 7 in which it was observed for serially. 


The real accuracy of these latter observations can not yet be confirmed nor, 
if actual and beyond the range of normal, be interpreted. These observations 
will be continued, however, since theoretically increased (partial and early) clot 
lysis—observable grossly and intermittently—is conceivably due to emotional 


TABLE IV 


Ora Ascorsic Acip SATURATION TEST IN DUODENAL ULCERS 


No. responsive with 
No. cases with normal results after 
abnormally low 1-5 weeks of 300 mg. 

results ascorbic acid daily 


Group II 5° 


Group III g* 


*One patient had received large doses of ascorbic acid intravenously immediately prior to 
the test; the other large amounts orally. 

**Two of these 6 patients failed to respond adequately to 150 mg. daily. The 3 who failed 
to respond optimally to 300 mg. daily in 5 weeks or more, required 450 mg, daily in 2 
cases, and more in 1 case, to achieve saturation in a few days, but the optimum mainte- 
nance dose has not yet been determined for them. 


(adrenocortical?) stress or tension, in a manner perhaps similar to that invoked 
in increased fibrinolysis due to physical activity. 


The true explanation for high incidence of 19 cases with one or more hemo- 
static defects among these 27 cases of active duodenal ulcer is undoubtedly 
manifold and complex. The importance of technical errors have been discussed 
to some extent, but those in the performance of the Lee-White clotting time and 
the “Duke” Bleeding Time would appear to be more likely to create falsely low 
(negative) rather than falsely high (positive) values. Falsely abnormal results 
inevitably occur, however, despite honest efforts to the contrary, notably more 
emphasis on accurate control times in prothrombin times, careful estimate of 
platelet numbers in blood smears to check direct platelet counts with phase 
microscopy (helpful per se in identification), and the special efforts in training 


No. cases test 
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technicians mentioned above pertaining to the partial thromboplastin time and 
ascorbic acid saturation test. 


The interpretation of results involves, of course, not only evaluation of tech- 
nical errors, but also the question of normal range, and hence numbers of, and 
“proved” healthy condition of controls. Even though our controls have, in gen- 
eral, been as expected and especially when correlated with their dietary history 
in connection with the ascorbic acid saturation test, we plan to increase further 
the number of our controls as well as a more comprehensive study of them to 
establish them as “normal” controls, insofar as practical. In this connection, the 
incidence of latent abnormalities in clotting factors might prove to be surpris- 
ingly high (16 per cent) even in a presumably normal population, as published 
in a preliminary report of 106 medical students by Wright”. 


When one considers the numerous exogenous factors in modern civilization 
(e.g. the ever increasing number of drugs on the market*’, dietary excesses 
especially fats, dietary deficits, especially ascorbic acid, various industrial chem- 
icals, insecticides, air pollutants, etc.), it should not be really too surprising to 
encounter at least mild abnormalities rather commonly, especially if searched 
for repeatedly. It is also not difficult to perceive that one or more such potential 
modifiers of either the hemostatic or fibrinolytic system may become important 
(i.e. clinical instead of subclinical) in the presence of a site of least resistance, 
namely a duodenal ulcer, whose size and depth so often does not correlate with 
hemorrhage. Apart from the question of iatrogenic corticosteroid-induced peptic 
ulcer, recently considered by Dubois and others®, there is considerable evidence 
to suggest that excess endogenous secretion of adrenal steroids is a factor in 
ulcerogenesis***!. Woldman and his associates have very recently reported® 
extensive necropsy experience indicative of severity of adrenal damage and focal 
mucosal hemorrhages and acute ulceration of the upper gastrointestinal tract. 
They postulate a dual role of the adrenal glands in the pathogenesis of chronic 
peptic ulcer: an initial acute ulcer during adrenal insufficiency from a stressful 
situation, followed by hyperactivity of the adrenal cortex resulting in anti- 
inflammatory action and acid-pepsin hypersecretion, which may disturb the bal- 
ance between tissue destruction and tissue repair. Whether or not such a dual 
role might explain apparent discrepancies in the evidence for and against ascor- 
bic acid as obligatory in the biogenesis of adrenal steroids*, it would appear 
from our evidence and that cited of others that ulcer patients not only often fail 
to ingest sufficient amounts of this vitamin but require much more than normal 
controls. 


Other investigators have recently revived interest in the theoretical and 
practical therapeutic and preventive importance of ascorbic acid“’ in peptic 
ulcer or “hemorrhagic gastritis”. Recent studies on experimental scurvy in 
guinea-pigs**° and observations in a case of human scurvy™ have revealed that 
“pure”, frank deficiencies of ascorbic acid can produce not only the traditionally 
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accepted marked vascular defects, but one or more coagulation defects as well. 
This naturally raises the question as to whether “subclinical” ascorbic acid defi- 
ciencies might produce mild coagulation defects which could “summate” with a 
vascular defect in precipitating or contributing to occult or gross hemorrhage 
from duodenal ulcer. Our studies on patients in Group III before and after 
presumed optimal repletion with ascorbic acid exclude some persistent hemo- 
static defects as due at least solely to ascorbic acid deficiency, but have not been 
continued long enough to determine how frequent, if ever, such possible etio- 
logic deficiencies might occur in as small a group as this (which, however, will 
be expanded in the future). 


Despite all the above-cited published evidence along these various experi- 
mental and clinical lines, as to the potential and actual importance of optimal 
amounts of ascorbic acid in the treatment and prevention of duodenal ulcer with 
or without hemorrhage, most diets prescribed for active or healed ulcers have 
far less of this vitamin than the amount (70-75 mg. daily for adults) in the 
recommended dietary allowance of the Food and Nutrition Board of the 
National Research Council. This is recommended in their basic diet for normal 
adults for prevention of dietary deficiencies. 


In her section on “Scurvy” in the 1960 issue of “Current Therapy”, Dr. Grace 
Goldsmith has stated that 10-15 mg. of ascorbic acid daily is believed to prevent 
(frank) scurvy. She adds, however, that this larger quantity of 75 mg. is recom- 
mended because of the many biologic functions of ascorbic acid (especially its 
role in the intercellular substance and in tyrosine metabolism and its close rela- 
tionship to adrenal cortical function and stress) as well as the apparent increased 
requirement in hypermetabolic states and infections of long duration and in 
acute severe trauma, including burns. Though she makes no specific reference 
to peptic ulcer, she does state that ascorbic acid may be indicated in amounts 
greater than those recommended for maintenance of health. One of the deter- 
rents to the use of any or sufficient citrus juices, which contain the highest 
amounts of Vitamin C, in ulcer diets is the widespread belief that they may 
irritate the mucosa, but even momentary discomfort can be avoided when such 
juices are taken at the end, instead of the beginning of a meal, especially break- 
fast, as is done customarily®™. 


SUMMARY AND CONCLUSION 


Twenty-seven patients with a diagnosis of active duodenal ulcer, confirmed 
radiographically, were studied with the usual screening tests for hemorrhagic 
disorders, plus the partial thromboplastin test and oral ascorbic acid saturation 
test. 


Of 23 cases having recent gross or occult hemorrhage, 18 revealed one or 
more hemostatic defects, despite the absence of “hemorrhagic diathesis” from 
historical or physical evidence. 


Jones et al—Systemic Hemostatic Factors in Bleeding Duodenal Ulcer 253 


Of 16 cases in which the oral ascorbic acid saturation test was performed, 
14 revealed low values, most of them grossly low. The two with normal results 
had received large amounts of ascorbic acid intravenously (immediately) or 
orally (for months) prior to the test. 


Of the 9 patients low in ascorbic acid who could be followed with serial 
tests 6 responded with normal results after 1-5 weeks of 300 mg. of ascorbic 
acid daily; the other 3 required 450 mg. or more. 


These preliminary results in a small series indicate a surprisingly high inci- 
dence of hemostatic defects, despite an increasing awareness of and precautions 
against the many pitfalls in technics of tests and interpretation of results. The 
results of the ascorbic acid tests simply confirm results of former investigators 
that ulcer patients generally ingest far less, yet require much more Vitamin C 
than the “normal” adult. 


Recent experimental and clinical observations, reported especially in the 
foreign literature, indicate that scorbutogenic defects may consist not only of the 
traditionally accepted vascular defects, but one or more (intravascular) coagu- 
lation defects as well. In addition to these and other possible explanations for 
some of the hemostatic defects observed by us, emphasis is placed upon the 
many biologic functions of ascorbic acid and its close relationship to adrenal 
cortical function and stress and hence to similar important parameters in ulcero- 
genesis. 


It is believed that the following conclusions are warranted: 


1. More widespread attention should be paid to optimal ascorbic acid 
dietary and/or supplementary intakes in both the medical treatment and pre- 
vention of recurrences of active duodenal ulcer and its complications. 


2. In the evaluation of an ulcer patient for elective surgery, particularly 
with one or more gross hemorrhages as the complication, the adequacy of pre- 
vious ascorbic acid intake should be considered, along with the usual other 
variables, in making the decision. 


3. The ideal comprehensive appraisal of an ulcer patient with perhaps even 
the earliest or intermittent cornplication should include the most reliable avail- 
able screening tests for hemostatic function plus a simple oral ascorbic acid 
saturation test followed by therapeutic titration to “optimal” maintenance dose 
if necessary, and if reasonably feasible. 


REFERENCES 


1, Haynes, L. L., Tullis, J. L., Pyle, H. M., Sproul, M. T., Wallach, S. and Turville, W. C.: 
use of glycerol frozen blood. J.A.M.A. 173:1657 (16 Aug.), 1960. 
2. Tullis, J. L., Haynes, L. L., Wallach, S., Sproul, M. T. et al: Clinical use of frozen cells. 
Surgery 81:151 (July), 1960. 


THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


. Blood Research Project: Study of transfusion of packed red blood cells after deep freeze 
preservation in certain anemic patients not pabing blood volume replacement. (Ap- 
roved as NM 71 07 80.3 by Bureau of Medicine Surgery, U.S. Navy). 

. MacKay, C. R.: The significance of local vascular changes in bleeding peptic ulcer. 
Surgery 35:724 (May), 1954. 

. Mears, F. B.: Autopsy survey of peptic ulcer associated with other disease. Surgery 

34:640 (Oct.), 1953. 

. Brown, R. K. and Mitchell, N.: The influence of some of the salicyl compounds (and 

alcoholic beverages) on the natural history of peptic ulcer. Gastroenterology 31:198 

(Aug.), 1956. 

‘ Allikone, A. and Flint, F. J.: Bronchitis, aspirin, smoking and other factors in etiology 

of peptic ulcer. Lancet 2:179 (26 July), 1958. 

. Bodi, Tibor, Wirts, Wilmer and Tocantins, L. M.: Local environmental factors affecting 
hemostasis in bleeding from the upper gastrointestinal tract. Progress in Hematology 

1:221, 1956. 

. Personal Communication from Dr. Herbert Sise, Director Anticoagulant (later Circula- 

tion) Laboratory. Tufts Division, Boston City Hospital. 

. Personal Communication from Drs. Lot Page and Margaret Rourke, Massachusetts Gen- 
eral Hospital, Boston, Mass. 

‘ Unpublished Data. (H.L.J.) 

. Smith, D. T. and McConkey, M.: Peptic ulcers (gastric, pyloric and duodenal): Occur- 

rence in guinea-pigs fed on a diet deficient in Vitamin C. Arch. Int. Med. 51:413, 1933. 

. Crandon, J. H., Lund, C. C. and Dill, D. B.: Experimental human scurvy, 223:353 

(5 Sept.), 1940. 

. Archer, H. E. and Graham, G.: The subscurvy state in relation to gastric and duodenal 

ulcer. Lancet 2:364 (15 Aug.), 1936. 

. Ingalls, T, H. and Warren, H. A.: Asymptomatic scurvy. New England J. Med. 217:443 

(9 Sept.), 1937. 

. Bourne, G.: Vitamin C deficiency in peptic ulceration estimated by the capillary resist- 

ance test. Brit. M. J. 1:560 (12 March), 1938. 

. Warren, H. A., Pijoan, M. and Emery, E. S.: Ascorbic acid requirements in patients 

with peptic ulcer. New England J. Med. 220:1061 (29 June), 1939. 

. Ludden, J. B., Flexner, J. and Wright, I. S.: Studies on ascorbic acid deficiency in 

gastric diseases: Incidence, diagnosis, and treatment. Am. J. Digest. Dis. 8:249 (July), 

1941, 

. Portnoy, B. and Wilkinson, J. F.: Vitamin C deficiency in peptic ulceration and haemate- 

mesis. Brit. M. J. 1:554 (12 March), 1938. 

. Croft, J. D. and Snorf, L. D.: Cevitamic acid deficiency; Frequency in a group of 100 

unselected patients. Am. J. M. Sc. 198:403, 1939. 

. Field, H., Jr., Robinson, W. D. and Melnick, D.: Vitamins in peptic ulcer. Ann. Int. Med. 

14:588 (Oct.), 1940. 

. Pijoan, M. and Lozner, E. L.: The physiologic significance of Vitamin C in man: 

Medical Progress. New England J. Med. 231:14 (6 July), 1944. 

» Crescenzo, V. M. and Cayer, D.: Plasma Vitamin C levels in patients with peptic ulcer; 

Response to oral load test of ascorbic acid. Gastroenterology 8:754, 1947. 

. Hafkesbring, R. and Freeman, J. T.: Comparative study of ascorbic acid levels in gastric 

secretion, blood, urine, and saliva. II. Saturation studies. Am. J. M. Sc. 224:324, 1952. 

. Stefanini, M.: Mechanism of blood coagulation in normal and pathological conditions. 

Am. J. Med. 14:18, 1953. 

. Brecker, G. and Cronkite, E. P.: Estimation of the Number of Platelets by Phase Micros- 

copy. The Coagulation of Blood. Methods of Study, pp. 41-44; edited by Tocantins, 

L. M. N.Y. Grune and Stratton, 1955. 

- Langdell, R. D., Wagner, R. H. and Brinkhous, K. M.: Effect of antihemophilic factor 

on one-stage clotting tests. J. Lab. & Clin. Med. 41:637, 1953. 

. Rodman, N. F., Jr., Barrow, E. M. and Graham, J. B.: Diagnosis and control of the 

Pe gee states with the partial thromboplastin time (PTT) test. Am. J. Clin. Path. 


254 
3 
4 
5 
6 
10 
12 
13 
14 
1 
1 
1 
2 
21 
2 
2 
2 
2 
2 


Jones et al—Systemic Hemostatic Factors in Bleeding Duodenal Ulcer 255 


. Roe, J. H. and Kuether, C. A.: The determination of ascorbic acid in whole blood and 
urine through the 2,4-dinitrophenylhydrazine derivative of dehydroascorbic acid. J. Biol. 
Chem. 147:399, 1943. 

. Schaffert, R. R. and Kingsley, G. R.: A rapid, simple method for the determination of 
reduced, dehydro-, and total ascorbic acid in biological material. J. Biol. Chem. 212:59, 
1955. 

. Tocantins, Leandro M., ed. The Coagulation of Blood; Methods of Study. N.Y. Grune & 
Stratton, 1955. 

. Dimond, Louis K. and Porter, F. Stanley: Inadequacies of routine bleeding and clotting 
times. New England J. Med. 259:1025, 1958. 

. Jacobson, B. M.: Effects of cortisone and corticotropin on prolonged bleeding time. 
Treatment in certain hemorrhagic states (Pseudohemophilia). Arch. Int. Med. 92:471, 
1953. 

. Jacobson, Bernard M.: Menometrorrhagia due to generalized hemorrhagic disorders. 
Progress in Gynecology, Vol. III, 1957, p. 50. 

. Personal Communication from Jacobson, B. M. 

. Wright, Irving S.: Concerning the functions and nomenclature of blood clotting factors, 
with a preliminary report of the profile of blood clotting factors in young males. Ann. 
Int. Med. 51:841, 1959. 

. American Medical Association. Council on Drugs. Committee on Research. Report of 
Subcommittee on Blood Dyscrasias Vol. 4, No. 2 (July), 1960, p. 31. 

. Dubois, Edmund L., Bulgrin, James G. and Jacobson, George: The corticosteroid-induced 
peptic ulcer: a serial roentgenological survey of patients receiving high dosages. Am. J. 
Gastroenterol. 33:435, 1960. 

. Gray, Seymour J.: Relationship of the adrenal gland to peptic ulcer. M. Clin. North 
America 41:1471, 1957. 

. Gray, Seymour J. and Ramsey, Colin G.: Adrenal influences upon the stomach and the 
gastric responses to stress, Recent Progress in Hormone Res. 13:583, 1957. 

. Ellison, E. H., Abrams, J. S. and Smith, D. J.: A postmortem analysis of 812 gastro- 
duodenal ulcers found in 20,000 consecutive autopsies, with emphasis on associated 
endocrine disease. Am. J. Surg. 97:17-30 (Jan.), 1959. 


2. Woldman, Edward E., Fishman, David and Segal, Abraham J.: The dual role of the 


. Morris, 


adrenal glands in the pathogenesis of peptic ulcer. Am. J. Gastroenterol. 34:390, 1960. 
. Heftmann, Erich and Mosettig, Erich. Biochemistry of Steroids. N.Y. Reinhold Publishing 
Corporation, 1960, p. 114. 
. Freeman, J. T. and Hiafkesbring, R.: Comparative studies of ascorbic acid levels in gastric 
secretion and blood. III. Gastrointestinal diseases. Gastroenterology 32:878 (May), 1957. 
. Crandon, J. H., Landau, B., Mikal, S.: Balmanno, J., Jefferson, M. and Mahoney, N.: 
Ascorbic acid economy in surgical patients as indicated by blood ascorbic acid levels. 
New cages J. Med. 258:105, 1958. 

. E.: Hemorrhagic gastritis due to avitaminosis C. Postgrad. Med. 27:207 
(Feb.), 1960. 
. Bodi, T. and Weiss, B.: Experimental and clinical considerations on hesperidin-ascorbic 
acid in upper gastrointestinal bleeding. Am. J. Gastroenterol. 34:402 (Oct.), 1960. 
. Flute, P. J. and Howard, A. N.: Blood coagulation in scorbutic guinea pigs. A defect in 
activation by glass contact. Brit. J. Haemat. 5:421 (Oct.), 1959. 
. Barkhan, P. and Howard, A. W.: Some blood coagulation studies in normal and scorbutic 
guinea-pigs. Brit. J. Nutrition 13:389, 1959. 
. Andreenko, G. V. and Sytina, N. P.: The relationship between the thromboplastin activity 
of the blood in guinea-pigs and the ascorbic acid intake. Problems of Hematology and 
Blood Transfusion. 4:33, 1959. 
. Cetingil, Arif, Ismet, Orhan, Nuri, Ulutin and Mustafa, Karaca: A platelet defect in a 
case of scurvy. Brit. J. Haemat. 4:350 (July), 1958. 
. Goldsmith, G. A.: “Scurvy” in Conn’s Current Therapy. 1960 Ed. W. B. Saunders & Co. 
. Robinson, C. H.: On “The Bland Diet” pp. 8-12 in Practical Diet Therapy. Reprinted 
from the American Journal of Clinical Nutrition, New York, 1955. 


2 
30 
31 
32 
33 
34 
35 
36 
37 
38 
39 
40 
41 
4 
43 
44 
45 
46 
47 
48 
49 
50 
51 
52 
53 


THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


Discussion 


Dr. Maxwell Berry (Atlanta, Ga.):—I think that this paper is particularly 
timely in view of the recent reawakening of interest in Vitamin C and in its 
multiple somatic functions. 


Not so long ago we learned that it was wise to do screening tests for these 
hemostatic defects in hypertensive patients and more recently in those with 
atherosclerosis. 


From this study I think that we should certainly add the ascorbic acid 
saturation test and partial thromboplastin times to the usual ones we employ in 
peptic ulcer. 


I was wondering, Dr. Jones, whether these, particularly the ascorbic acid 
saturation tests, are suitable for the clinicians offices? 


Since this is a preliminary study it, of course, leaves some unanswered 
questions. Does hemorrhage in itself alter the hemostatic mechanisms in ulcer 
patients? 


Does the rate of gastric emptying influence the ascorbic saturation test? 


I wish Dr. Jones would comment on possible causes of hemostatic defects 
other than Vitamin C deficiency. I know we'd be grateful if he would care to 
comment on these. 


I certainly hope that The American College of Gastroenterology will con- 
tinue to stimulate these preliminary reports. It is exciting to see a man engaged 
in one line of research find and follow-up an interesting thing in another field. 
I think this is excellent and we would hope that some day, perhaps through our 
research committee, we could select preliminary reports that were meritorious 
and aid them financially and otherwise. 


I want to thank Dr. Jones for bringing us this interesting study and hope 
that next year he is going to present the extension of it. 


Dr. H. Leonard Jones (Chelsea, Mass.):—I'm glad Dr. Berry asked several 
questions that I had tried to answer in the complete manuscript to be published, 
but which I couldn’t, of course, answer verbally for such a complicated subject— 
in just the few minutes we have here. I think some of them will be answered in 
the published report better than I can do offhand here, but it does give me a 
chance to fill in two or three gaps. I think the first question he raised concerned 
the practicality, for office use, of the ascorbic acid saturation test which we've re- 
cently simplified further,—especially since it detects an apparently common and 
etiologic deficiency factor which is so easily correctable. Whereas formerly it 
required the patient to submit three urine specimens (control, 2-hour and 4-hour) 
for chemical analysis, we feel that the 4-hour postloading urine specimen—that 
is, the specimen collected for the 2- to 4-hour postloading period is sufficient, 


256 


Jones et al—Systemic Hemostatic Factors in Bleeding Duodenal Ulcer 257 


because I think virtually in every case this value is the highest value with this 
test at that particular time. That's the critical value; that’s the one we're inter- 
ested in; if it reaches 29 mg. or more of ascorbic acid per hour, we feel that the 
patient is saturated and has a reserve sufficient to meet all probable demands 
of highly variable stresses, hemorrhage, tissue repair, and so forth. . . . Our single 
specimen procedure, therefore, not only enables us to do three times as many 
tests, but lends itself admirably to outpatient use. If it cannot be analyzed on 
collection at the office, it is simply stored in the deep freeze. 


There must, of course, be many other causes for these apparently frequent, 
low-grade or borderline, single or multiple hemostatic defects even though many 
an ulcer patient appears to have at least “subclinical” deficiency in Vitamin C. 
This does not necessarily mean of course that he will have even occult hemor- 
rhage, but if he has the right constellation of etiologic factors, for example, high 
enough gastric acidity along with this and/or other factors, latent hemostatic 
defect(s) might come to clinical light and be of importance. We are convinced 
it is certainly worth studying these factors further. 


It would not appear to matter too much whether there is an absence of one 
or more of these mild defects in a series of controls because there is evidence 
that “controls” will have latent defect(s) that are not important unless there is 
added a site of least resistance, namely, the peptic ulcer or the other factors in 


its pathogenesis. In this connection it is interesting that Dr. Irving Wright re- 
cently reported in a preliminary study of 106 “normal” medical students that 
16 per cent had unsuspected hemostatic deficiencies which caused them no 
trouble. How many of these were congenital or acquired or whether this per- 
centage held up on studies of more subjects is not known at this time. 


When you consider that in our modern civilization there are many possible 
exogenous causes of subclinical hemostatic defects—various drugs, often too 
many of them at one time, drug reactions or side-effects from such drugs as 
reserpine, steroids, salicylates, phenylbutazone, sulfonamides, certain antibiotics, 
air pollutants, food additives, certain cleaning fluids, etc., there is ample reason, 
theoretically, and I think we'll find, practically, to explain a number of these, 
besides ascorbic acid deficits. 


A REVIEW OF 300 GASTRECTOMIES* 


ROWLAND RICKETTS, M.D., F.A.C.G. 
Merchantville, N. J. 
and 
E. L. STRAUB, M.D.t 
Philadelphia, Pa. 


In a previous article’ we presented a report on the status of 175 postgastrec- 
tomy patients. Our experience has now been extended to cover 300 cases. In the 
light of this larger group we have reviewed and re-evaluated our data in an 
effort to arrive at a truer picture of the postgastrectomy state as seen in our 
clinic. 


As in our former series, the patients were entirely unselected and were 
interviewed by one of the two physicians in the Gastrointestinal Clinic of Re- 
gional Office +3010 of the Veterans Administration in Philadelphia on the basis 
of a questionnaire as detailed in our previous article. As before, the only two 
criteria involved were: 1. subtotal gastric resection for duodenal ulcer, and 
2. a one-year or longer postoperative period. We again emphasize that we are 
not concerned with the type of gastrectomy performed, nor the surgical technic 
involved. Neither are we endeavoring to discover the advantage of one proce- 
dure over another. Our sole interest lies in attempting to determine and to 
evaluate the over all status of the postgastrectomy patient. It is what has hap- 
pened through the years to this so-called “cured” group of patients that 
prompted our study and continues to sustain our interest. 


There were 297 male and 3 female patients in this study. 


AGE AND DuRATION OF ULCER SYMPTOMS 


Age at onset of ulcer symptoms was from childhood to 63 years with 234 
patients (78.0 per cent) between 18 and 34 years. The average age at onset 
was 29.0 years. 


Age at time of resection ranged from 18 to 72 years with 242 patients (80.6 
per cent) between 24 and 44 years. The average age at operation was 37.8 years. 


Age at time of this study was from 19 to 75 years with 240 patients (80.0 
per cent) between 28 and 50 years. 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 
+Chief, Gastrointestinal Division of the Regional Office Clinic. 
From the Gastrointestinal Division of The Veterans Administration, Regional Office, 
#3010, Philadelphia, Pa. 
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The duration of ulcer symptoms prior to surgery was from one day to 51 
years with an average duration of 9.3 years. 


TABLE I 


Years postoperative Number of patients Percentage 


1-2 years 73 24.3 
2-3 years 16.0 


3-4 years 11.7 
4-5 years 12.0 
5-6 years 6.6 
6-7 years 9.0 
7-8 years | 2.7 
8-9 years | 4.0 
9-10 years 4.7 
10-11 years 4.3 
11-12 years | | 1.3 
12-13 years | 1.3 
13-14 years 0.7 
15-16 years 0.7 
19-20 years 0.3 
26-27 years 0.3 


It will be seen from Table I that 287 patients (95.7 per cent) in this series 
were studied from one to 10 years postoperatively. 


TABLE II 


REASONS FOR SURGERY 


Intractability 144 patients 
Hemorrhage 93 patients 
Pyloric obstruction 34 patients 
Perforation 13 patients 


Previously unsuccessful 
ulcer surgery 6 patients 
All others 10 patients 


Thirty-three patients (11.0 per cent) had undergone surgery for perforated 
duodenal ulcer from 18 days to 17 years prior to gastric resection. Three of 
these patients had each had 2 perforations of their ulcer prior to resection. 


48.0% 

| 31.0% 

11.3% 

4.3% 

| 2.0% 

| 3.4% 
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Three patients with previous posterior gastroenterostomies ranging from 27 
years to one year prior to gastrectomy were resected for marginal ulcer. One 
patient in this category had had a vagotomy and gastrojejunostomy in 1949, a 
new gastrojejunostomy in 1950 and finally a resection in 1951. 


One patient had had a vagotomy with ulcer resection 10 months prior to 
gastric resection. 


TABLE Ill 


Welcut STATUS UP TO ONE-YEAR POSTOPERATIVE AS COMPARED TO THE 
PREOPERATIVE WEIGHT 


Number of patients Percentage 


Loss 89.6 
Gain 3.7 
No change 3.0 
Unknown 3.7 


One former pyloroplasty was subsequently resected, as was a patient who 
had been explored 4 years previously, at which time a diagnosis of chronic re- 
lapsing pancreatitis had been made. 


Two patients each reported 2 former operations on the upper digestive 
tract, but did not know what had actually been done. 


We again advise caution in deciding to operate those patients labelled 
“intractable” which constituted the major indication in this series (144 patients 
—48.0 per cent). 


TABLE IV 


WeElcuT STATUS AT THE TIME OF THIS STUDY FROM 1 TO 26 YEaRs. 
POSTOPERATIVE 


Number of Time 
Status patients postoperative Percentage 


Below preoperative weight 190 1-15 yrs. 63.3 


At or over preoperative weight 96 1-26 yrs. 32.0 
Unknown 14 ? 4.7 


In the 269 patients showing weight loss, the loss varied from % of a pound 
to 104 pounds with an average loss of 21.2 pounds. 


In the 11 patients showing weight gain, the gain varied from % pound to 
28 pounds with an average gain of 7.3 pounds. 
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Only 15 patients (5.0 per cent) were grossly overweight at the time of this 
study. 


NUTRITIONAL STATUS 


A total of 84 patients (28.0 per cent) in the entire series ranging from one 
to 26 years postoperative showed serious impairment of their nutritional status. 


The foods in Table VI were the chief offenders, but many other items of 
food and drink were mentioned from one to 7 times. Multiple food intolerances 


TABLE V 


Impaired nutrition alone 46 patients 15.4% 
Vitamin deficiency alone 13 patients 4.3% 
Combined 25 patients 8.3% 


often existed in the same patient. Those included in the above list ranged from 
one to 20 years postoperative. 


Fourteen patients (4.7 per cent) from one to 6% years postoperative had no 
food intolerance of any kind, yet only 11 of these could eat 3 regular meals a 
day. 

TABLE VI 


Foop INTOLERANCE AND Dietary Hasrrs 


Sweets 218 patients 
Milk 154 patients 
Fried foods 113 patients 
Greasy foods 102 patients 
Spices and spicy foods 100 patieats 
Crude fiber vegetables 78 patients 
Raw fruits 34 patients 
Coffee ‘15 patients 
Eggs 15 patients 


Seven patients (2.3 per cent) followed a rigid ulcer diet; 11 (3.7 per 
cent) stipulated a “bland” diet; others complained that breakfast, tobacco, alco- 
hol, rapid swallowing of liquids, fluid at meals, odors, hot food and “almost all 
foods” affected them. 


Ninety-four patients (31.3 per cent) from one to 15 years postoperative 
were still eating from 5 to 8 small meals a day instead of the traditional three. 
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One patient, 19 years and 5 months postoperative, was still having all his diet 
put through a blender. 


TABLE VII 


GASTROINTESTINAL SYMPTOMS ARISING POSTOPERATIVELY 
ExcLusIvE OF DuMPING 


Number of 
Symptoms patients 


Gas 
Flatus 
Nausea 
Belching 


Abdominal pain 
(gastrointestinal) 


Vomiting 


Variable, poor or no 
appetite 


Diarrhea 
Constipation 


Alternating constipa- 
tion-diarrhea 


Of the 300 patients only 36 (12.0 per cent) (including the 11 above who 
had no food intolerance) were able to eat 3 regular meals a day without sub- 
sequent discomfort. 


TABLE VIII 


Number of 
Type patients Percentage 


Occasional 58 19.3 
Overeating | 68 22.7 
Mild | 39 13.0 
Severe 71 23.7 


Numerous other gastrointestinal symptoms besides those in Table VII were 
noted, but not often enough to be significant. The length of time postoperative 
seems to make little or no difference in the type and intensity of the symptoms. 


226 75.3 
| 225 75.0 
203 67.7 
190 63.3 
16 
129 40.6 
31 10.3 
13 4.3 
| 
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DuMmPING SYNDROME 


Two hundred thirty-six patients (78.7 per cent) in this series had some type 
of dumping syndrome. The over all picture is seen in Table VIII. 


Table IX gives the relationship of the dumping syndrome to the number 
of years postoperative. 


Many patients had had dumping in the past which had subsided by the 
time of this study. These figures represent only those actually having the syn- 
drome at the time of this study. 


TABLE IX 


Occasional Overeating Mild | Severe 
No. of Pts.| Yrs. PO | No. of Pts. | Yrs. PO | No. of Pts. | Yrs. PO | No. of Pts. | Yrs. PO 


omnt wn re 
wn 


Thirty-four (11.3 per cent) had disease involving the liver, gallbladder, 
pancreas, and rectum, but although these conditions followed gastrectomy we 
do not attribute them directly to the gastrectomy. 


Excluding the 29 cases of glossitis, the 16 cases of marginal ulcer and the 
18 cases of upper gastrointestinal hemorrhage loom large. 


The tabulation of 16 cases of marginal ulcer is misleading, for if we take 
into account all the recurrences there were 23 marginal ulcers. 


A breakdown of the marginal ulcer cases is given in Table XI. 
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TABLE X 


GASTROINTESTINAL CONDITIONS SUBSEQUENT TO GASTRECTOMY 


Conditions 


Number of 
patients 


Percentage 


Glossitis 

Gastritis 
Hemorrhagic 1 
Postoperative stomach 4 
Atrophic 1 
Hypertrophic 2 

Gastric ulcer 

Marginal ulcer 


Upper gastrointesinal 
emorrhage 


Malfunction of gastro- 
intestinal stoma 


Jejunitis 
Jejunal ulcer 
Jejunal perforation 


Intestinal obstruction with 
or without adhesions 


29 
8 


9.67 
2.67 


1.00 
5.33 


-6.00 


1.33 
0.33 
0.33 
0.33 


3.00 


The case in Table XI with the 5 recurrences was operated for “chronic 
pancreatitis” soon after his gastrectomy. He was later reoperated for marginal 
ulcer. Since then he has had 5 separate hospitalizations for the medical treat- 
ment of his marginal ulcer. 


TABLE XI 


Number of 
patients 


Years postoperative 
for recurrences 


ON 


2 


7, T4, 8, 9, 10 
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Hemorrhage must be considered as a complication of a complication—jeju- 
nitis, gastritis, gastric or marginal ulcer. 


In short, 90 patients (30.0 per cent) in this series developed gastrointestinal 
conditions postgastrectomy which we feel are directly attributable to the pri- 


mary procedure. 


TABLE XII 


SuRGICAL PRoOcEDURES FOLLOWING GASTRECTOMY AND D1rEcTLY RELATED TO IT 


No. of Time 
Procedure patients postoperative 


. Dehiscence of abdominal wound 10 days 


1 mo. to 12 yrs. 
1 yr. to 5 yrs. 
1 yr. & 5 yrs. 
8 mos. 7 yrs. 


. Vagotomy 


. Revision inadequate stoma 

. Pancreatitis and marginal ulcer 
. Adhesions and perforation 

. Adhesions (simple lysis) 

. Intestinal obstruction 

. Incisional hernia 


1 yr. 

2 mo. to 7 yrs. 
. Abscess—gastrectomy wound 2 mos. 
. Further resection 

. Subhepatic abscess 


2 yrs. 
3 wks. 1 & 4 mos. 
4 mos. to 3 yrs. 


1 
2 
3 
4 
5 
6 
7 
8 
9 
10 
11 


to 


. Enteroenterostomy 


27 Patients (9%) 


SURGICAL PROCEDURES FOLLOWING GASTRECTOMY 
AND DrrectLy RELATED TO IT 


Vagotomy-—8 patients 
1 mo. postoperative reason unknown. 
17 mos. postoperative gastritis, presence of free HCl, and pain. 
18 mos. postoperative marginal ulcer with hemorrhage. 
2 years postoperative “nervous stomach”. 
2 years postoperative esophageal ulcer with hemorrhage. 
3 years postoperative marginal ulcer with hemorrhage. 


3 years postoperative marginal ulcer with hemorrhage and papilloma of the 
stomach. 


12 years postoperative marginal ulcer. 
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Revision of inadequate stoma 


1 year postoperative stomal revision plus splenectomy for a “progressively 
down-hill course”. 


2 years postoperative intractable vomiting. 


3 years postoperative and again at 5 years postoperative for intractable 
dumping and diarrhea. 


Surgery for chronic pancreatitis and marginal ulcer 


Pancreatic surgery was performed the same year as gastrectomy. Marginal 
ulcer surgery was performed 5 years after gastrectomy. 


TABLE XIII 


NONGASTROINTESTINAL CONDITIONS SUBSEQUENT TO GASTRECTOMY 


Number of 
Condition patients Percentage 


Fatigue 85.7 
Cardiovascular disease 8.0 
Anemia (secondary) 5.7 
Pain (nongastrointestinal) 5.0 
Skin diseases 3.6 
Hypoglycemic attacks 2.3 


Genitourinary disease 2.0 
Pulmonary tuberculosis | 2.0 
Vertigo 2.0 
Weakness 2.0 


Dehiscence of abdominal wound 


10 days postoperative. 


Abdominal adhesions and perforation of intestine 


8 mos. postoperative obstruction due to adhesions and 10 days later for 
perforation of the bowel. 


7 years 10 mos. postoperative adhesions, obstruction and perforation. 


Abdominal adhesions 


1 year postoperative simple “lysis of adhesions”. 
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Intestinal obstruction 


2 mos. postoperative intestinal obstruction. Eight days later he developed a 
fistulous tract requiring temporary colostomy. He was unable to work from 17 
December 1958 to 3 August 1959 and has 6 abdominal scars from his gastrec- 
tomy with vagotomy and the subsequent surgery to combat the complications 
arising from this “curative” operation. 


5 years postoperative. 


7 years and 7 mos. postoperative following surgery for jejunal perforation. 


2 operations 3 years apart. 


TABLE XIV 


Weight loss 269 patients 


Fatigue 
Dumping 
Gas 


Intolerance 
to sweets 


257 patients 
236 patients 
226 patients 


218 patients 


Incisional hernia—One patient. 
Abscess of gastrectomy wound 
2 mos. postoperative. 


Further gastric resection 
2 years postoperative for intractable diarrhea. 


TABLE XV 


103 patients 
133 patients 
64 patients 


Subhepatic abscess 
3 weeks postoperative—one patient. 


1 and 4 mos. postoperative due to inability to secure adequate closure of the 
duodenal stump. 


267 
89.7% 
| 85.7% 
78.7% 
| 15.3% 
| 
| | 72.7% 
Good | 34.3% 
Fair | 44.3% 
Poor | 21.4% 
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Enteroenterostomy 
4 mos. postoperative (Same case as immediately above) 


Enteroenterostomy, jejunostomy, transection of duodenal stump with sec- 
ondary closure in a case where the duodenal stump could not be closed at the 
primary operation. There had been two subhepatic abscesses, abdominal adhe- 
sions with partial intermittent bowel obstruction. 


Three years postoperative for intractable pain and vomiting. There was a 
jejunojejunostomy with construction of an Engel Pouch to increase gastric size 
and to divert the intestinal juices from the mucosa of the gastric remnant. 


TABLE XVI 


Good 21 patients 19.5% 
Fair 52 patients 48.1% 
Poor 35 patients 32.4% 


These surgical procedures are definitely associated with the gastrectomy 
preceding them. They involve 27 patients (9.0 per cent) of this series. That is, 
27 patients were involved in 15 different surgical procedures subsequent to their 
original “curative” operation. 


It is not our purpose to discuss any possible relationship existing between 
these postoperative conditions and the gastrectomy which preceded them, but 
their presence is ominous. Moreover in surveying this series of patients we gain 


TABLE XVII 


Returned to their original jobs 
postoperative 151 patients 


Returned to lighter jobs 
postoperative 101 patients 


Never worked Fag up to 


the time of this study (1-11 years) 45 patients 


Attending school under GI Bill 3 patients 


the distinct impression that they do not enjoy the normal life and health of the 
average nongastrectomized patient. 


From this survey the outstanding symptoms following subtotal gastrectomy 
are found to be as shown in Table XIV. 


50.3% 
33.7% 
15.0% 
1.0% 
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RESULTS 


The evaluation of our results was on the same basis as explained in our 
previous paper. Following the criteria there established, we find for this series 
of 300 cases of subtotal gastrectomy for duodenal ulcer the over all results in 


Table XV. 


Mental status has a very definite bearing on the results obtained, and he 
who operates patients with some type of mental illness must be prepared to 
face poorer postoperative results. 


In this series there were 39 patients (13.0 per cent) with anxiety neurosis; 
23 patients (7.7 per cent) with other types of mental illness; and 46 patients 
(15.3 per cent) classified as “psychoneurosis”, “functional overlay”, etc. This 
gives a total of 108 patients (36.0 per cent) with some type of mental problem, 
including 3 patients who made a total of 5 attempts at suicide. 


The results in these 108 patients differ greatly from the over all results 
Table XVI). 


Subtotal gastrectomy also has a very definite bearing on the socioeconomic 
status of the individual, as evidenced by Table XVII. 


This problem was considered in some detail in our previous communication, 
and will form the subject of a subsequent paper. 


CONCLUSIONS 


As a result of the above findings, and many more in our possession which 
time and space do not permit us to include, we continue in our previous opinion 
that subtotal gastrectomy for duodenal ulcer is a highly unsatisfactory procedure, 
and one which is beset by many serious problems from the initial selection of 
the patient for surgery throughout the remainder of his life. 


Perhaps our contention is one of semantics, but we cannot agree that the 
patients we have studied in this series are “cured” as is so optimistically stated 
on their hospital discharge sheets. 


REFERENCE 
1. Ricketts, Rowland and Straub, E. L.: Gastrectomy and after. Am. J. Gastroenterol. 


34:275-292 (Sept.), 1960. 


DISCUSSION 


Dr. Emil Gribovsky (Huntington, W. Va.):—Here today we've had the re- 
port of a study of 300 cases, analyzed in many directions with the conclusion 
that subtotal gastrectomy for duodenal ulcer is an unsatisfactory procedure in 
that distressing symptoms and weight loss follow. 
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When one reads the voluminous literature referring to surgical procedures 
or intervention for the intentioned cure of duodenal and gastric ulcer one gains 
the impression that all is not well with the nonmedical treatment of such cases. 


Let me at this time indicate to you our efforts in the analysis and treatment 
of subtotal gastrectomized patients. These are all veterans with service-connected 
disability by reason of surgical intervention for benign duodenal and gastric 
ulcer. 


(Slide) The type of case that we would like to have operated upon is 
intractable-duodenal ulcer, perforating or penetrating ulcer or ulcer with recur- 
rent hemorrhage. 


(Slide) This is a complete obstruction of the pylorus and duodenum with 
retention of food, which we believe is the proper case for which surgery should 
be used. 


(Slide) This is a subtotal gastric resection with the initial phase of what 
is known as hyperperistalsis or as deemed by others a dumping. 


(Slide) This is more of the same indicating the rapid emptying of the 
gastric remnant into the small bowel. 


(Slide) These are the operative indications for our series of 100 cases; in- 
tractability 34 per cent; hemorrhage, 31 per cent; perforations, 16; obstruction, 
16 per cent and gastric ulcers, 3 per cent. 


This is somewhat similar to the studies made by Dr. Ricketts and Dr. Straub 
and you will notice the marked similarity with the exception of obstruction; 
our obstructive cases are a little higher. 


(Slide) The postoperative weight loss in our series was that of 1-10 lbs. 
(14 per cent); 11 to 20 pounds (28 per cent); 21 to 30 pounds (35 per cent); 
31 to 40 pounds (10 per cent) and 41 to 50 pounds (9 per cent), indicating 
marked weight loss. 


(Slide) We institute a regular systematized dietary management in which 


the patients are given high protein, high fat and low or no carbohydrate diet; 
and this indicates the weight gain after such therapy. 


There is a rather significant weight gain in 47 per cent of the cases. As far 
as the 46 per cent in which no follow-up was recorded these refer to patients 
who could not come in for many reasons, because of distance; some coming into 
the hospital from a distance of about 160 miles. 


(Slide) The studies in another section at some distance from this Phila- 
delphia area indicates that there are similarity of results in many postgastrec- 
tomized patients. We are markedly interested in the rehabilitation of the indi- 
vidual so that he can once more assume his natural role as a citizen in his home 
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community, continue as a wage-earner so that his family can survive. I believe 
this really points up the method that I think is necessary to use in the manage- 
ment of these cases. 


The results were: Excellent, there were 54 per cent, those who returned 
to work, full-time, and those who had very few, little or no symptoms. Fair 
results: were those who returned to part time work—and this represents 6 per 
cent of the cases; Poor results: were those who did not return to work at all or 
who were living in unemployed areas and could not obtain work or who applied 
for work and were turned down by the employer. 


Dr. Ricketts’ and Dr. Stranb’s paper indicates the disabilities that occur 
after postgastrectomy and it certainly gives thought for the future handling of 
these cases. Our series, I think, corroborates their studies very closely. There is 
very little argument as far as the results. We might argue about definitions of 
dumping syndrome or the types of cases that are suitable for subtotal gastrec- 
tomy. 


Otherwise I think that our cases actually confirm their results and I'm sorry 
that we have not much argument here. 


Sale , too, has its place in a well 


balanced diet. As a pure, wholesome 
drink, it provides a bit of quick energy 
... brings you back refreshed after work 
or play. It contributes to good health 


by providing a pleasurable moment’s 
pause from the pace of a busy day. 
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President Message 


This month we carry the program of the 
Central Regional Meeting, the fourth of this 


vear’s sessions, elsewhere in the issue. 


The third meeting will be that of the 
New York Chapter to be held in New York City on Monday, 10 April 
1961. 


This is indeed an excellent start for Regional Meetings, and | 
sincerely hope that they will continue to be held in the years to come. 
I am sure those who attend will agree that they have a definite purpose 


and serve to bridge the gap between Annual Meetings. 


Speaking of Annual Meetings, it is still not too late to send in your 
application for the presentation of a paper. We would like to include 


on the program as many of our own College membership as possible. 


By this time the applications for Scientific Exhibit space have also 
been sent out. Those of you who have seen the exhibits at our last few 
conventions, were much impressed by the excellence of the presentations 


and the quality. 


Since available space is generally limited, may I suggest that you 
mail in the application form as soon as possible, so that it may be 


considered by the committee. 


| 
| 
| 
| 
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NEWS NOTES 


CENTRAL REGIONAL MEETING 


The Central Regional Meeting of the American College of Gastroenterology 
will be held in Milwaukee, Wisc., on Sunday afternoon, 16 April 1961. The 
sessions will be held at the Schroeder Hotel, commencing at 2:00 P.M., following 
the Semi-Annual Meeting of the Board of Trustees of the College. 


The program is under the Chairmanship of Dr. Edwin A. Ellison, with 
Drs. Robert T. McCarty, M.C.F. Lindert, Michael W. Shutkin and Philip O'Neil, 
members of the committee. 

The General Chairman of the meeting is Dr. Robert T. McCarty, Governor 
of the College for Wisconsin. 

The Central Region consists of the states of Illinois, Indiana, lowa, Kansas, 
Michigan, Minnesota, Missouri, Nebraska, North Dakota, Ohio, South Dakota 
and Wisconsin. 


Program 

1. Newer Trends in Chemotherapy of Advanced Gastrointestinal Cancer— 
Dr. John Hurley, Milwaukee, Wisc. 
Considerations in Surgical Treatment for Duodenal Ulcer— 
Dr. Deward O. Ferris, Rochester, Minn. 
Leucine Aminopeptidase Studies in Pancreatic and Biliary Diseases— 
Dr. LeRoy Sims, Madison, Wisc. 
Endoscopic Diagnosis of Certain Lesions of the Bowel (Motion picture)— 
Dr. Raymond J. Jackman, Rochester, Minn. 
Management of Ulcerative Colitis with Special Reference to Steroids— 
Dr. Jean Spencer, Chicago, Ill. 
Gastrointestinal Manifestations of Cerebral Diseases— 
Dr. Andrew E. Cyrus, Jr., Milwaukee, Wisc. 


In Memoriam 


We record with profound sorrow the passing of Dr. E. James Buckley, New 
York City, N. Y., Fellow and Dr. John B. Karr, Chicago, Ill., Member of the 
American College of Gastroenterology. We extend our deepest sympathies to 
the bereaved families. 
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STOMACH 


PERFORATION OF THE STOMACH IN THE NEWBORN: E. Malcolm Field. J. Mich- 


igan M. Soc. 58:1262 (Aug.), 1959. 


Perforation of the stomach in the new- 
born is uncommon. Sixty cases have been 
reported, to which the author adds four 
more with three survivals. In order of de- 
scending frequency the causes are perforat- 
ing gastric hypoplasia or agenesis of 
portions of the gastric musculature, trauma, 
including nasogastric tubes and sepsis. The 
clinical picture is that of an infant, often 
premature, who following birth seems to be 
doing satisfactorily. Then there is a dra- 
matic episode. The child’s respirations be- 
come labored with periods of intermittent 
cyanosis, regurgitation of blood tinged for- 
mula and bloody stools. The abdomen quite 
suddenly becomes distended. Bowel sounds 
may be present but soon disappear as peri- 
tonitis with adynamic ileus develops. The 
diaphragm is elevated and often there is 
no percussion liver dullness. Frequently 
there is edema of the skin with erythema 
which may be mistaken for cellulitis asso- 
ciated with omphalitis. Occasionally sub- 
cutaneous emphysema with distinct crepi- 


tus develops in the abdominal wall. Cul- 
tures are negative for clostridia. It is 
thought that air passes from the abdomen 
along the umbilical cord to the abdominal 
wall. Roentgen evidence of massive pneu- 
moperitoneum is almost always present. If 
gastric intubation is carried out, x-ray may 
show that the tube protrudes from the 
stomach. If the perforation occurs into the 
lesser peritoneal cavity through the poste- 
rior gastric wall, air may not be seen under 
the diaphragm; but a mass may be found 
in the upper mid abdomen from the gastric 
contents in the lesser sac extending down 
between the layers of the omental apron 
which as yet are not fused. As soon as diag- 
nosis is made, fluid and electrolytes are 
administered and operation performed un- 
der local anesthesia. Antibiotics are not 
used unless there has been a positive peri- 
toneal culture. The only hope for survival 
is prompt diagnosis and surgical interven- 
tion. 

SAMUEL L. IMMERMAN 


MANAGEMENT OF PROFUSE GASTROINTESTINAL HEMORRHAGE: A. M. Snell. 
Am. Pract. & Digest. Treat. 10:1315 (Aug.), 1959. 


The author believes that all hospitals 
should have a hemorrhage team set up to 
deal with cases of gastrointestinal bleeding. 


He bases his proposal on the fact that the 
mortality rate in profuse gastrointestinal 
hemorrhage continues to be very high. He 
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makes the point that an increasing number physical examination, laboratory aids, in- 
of causes for acute gastrointestinal bleed- cluding bromsulfalein, endoscopy and 
ing is now being recognized and that a roentgen studies. The treatment can thus 
more vigorous diagnostic approach is indi- be quickly and properly instituted. 

cated. Such approach is to include the Irvin DeutTscH 


GASTRIC PSEUDODIVERTICULUM: Peter J. Kapo. Pennsylvania M. J. 62:1339 
(Sept.), 1959. 


A case of gastric pseudodiverticulum sec- omental sac and impinged upward into the 
ondary to pancreatic pseudocyst was re- gastric fundus causing a forceful invagina- 
ported and x-ray evidence presented to tion of the cyst into this region. The tem- 
corroborate this. porary fundal sac disappeared after aspira- 

Laparotomy revealed that one of the tion of the pseudocyst and marsupialization 
loculations of the inflammatory pancreatic was performed. 
pseudocyst was located within the lesser Morton SCHWARTZ 


DUODENAL FISTULAS FOLLOWING SUBTOTAL GASTRECTOMY: Joseph J. 
Schechter and David W. Barrow. Illinois M. J. 116:140 (Sept.), 1959. 


The authors are reporting on a series of oped this complication from the third post- 
subtotal gastric resections with postopera- operative day to the 32nd _ postoperative 
tive duodenal fistula formation in five pa- day. 
tients, which was an incidence in their se- Treatment consists of laparotomy, remov- 
ries of 2 per cent of their gastrectomies. al of escaping secretions by constant suc- 

All of the resections were of the Hof- tion, maintenance of the nutrition and 
meister type with antecolic anastomosis. meticulous care of the skin. The best treat- 

The signs and symptoms of duodenal ment is, of course, prevention. 
stump blowout are those of peritonitis from All of the various methods of handling 
any cause plus external leakage of duodenal the duodenal stump are discussed. The 
contents when this is possible. mortality rate in this series of five amount- 

The diagnosis must be suspected in any ed to 40 per cent. This complication is 
patient following a gastric resection who more likely to occur in patients with large 
develops more or less sudden upper abdom- areas of edema and inflammation around 
inal pain with right upper pais, 2 tender- the ulcer and patients who develop ob- 


ness and laparotomy carried out as soon as struction of the duodenal loop. 
possible. The authors’ five patients devel- Paut LEDBETTER 


PEPTIC ULCER: CHOICE OF PROCEDURE IN OPERATIVE TREATMENT: Russell 
J. Crider and Ben L. Neubeiser. Missouri Med. 56:1026 (Sept.), 1959. 


This article is not a statistical study, but ation of the patient with the choice of an 
rather a critique on the choice of operative appropriate procedure dependent on age, 
procedure for the cure or palliation of pep- habitus, complications, location of the ulcer, 
tic ulcer. It would be wise for the inter- temperament and occupation. Operative 
ested reader to read the article directly procedures should not be done merely to 
since it would be almost impossible to ab- prove a certain procedure is a success by 
stract the facts without quoting the whole running a series of unselected cases. 
paper. The basic thesis pleads for an evalu- STANLEY STARK 


GASTRIC ATONIA AND DELAYED GASTRIC EMPTYING AFTER VAGOTOMY 
FOR OBSTRUCTING ULCER: W. F. Bergin and Paul H. Jordan, Jr. Am. J. Surg. 
98:612 (Oct.), 1959. 


The problem of delayed gastric empty- ing duodenal ulcers has been studied. 
ing in patients operated upon for obstruct- Seventy-two consecutive patients operated 
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upon for obstructing duodenal ulcer were 
studied. In 8 of 32 patients with obstruc- 
tion, treated by vagotomy and complemen- 
tary drainage procedures, gastric retention 
developed which persisted longer than ten 
days. One patient died as a result of this 
complication. 

Delayed gastric emptying did not occur 
in any of the 42 patients with pyloric ob- 
struction, treated by subotal gastric resec- 
tion. There were no deaths in this group. 

In a series of 44 patients treated by 
vagotomy and ancillary drainage proce- 


dures for reasons other than pyloric ob- 
struction, there was no instance of delayed 
gastric emptying and there was no mor- 
tality. 

The authors are of the opinion that sub- 
total gastric resection is the treatment of 
choice for patients with obstructing duo- 
denal ulcer. The results of this study sug- 
gest that vagotomy and a complementary 
drainage procedure is not a conservative 
operation, in patients with pyloric obstruc- 
tion. 

J. DePrizio 


INTESTINES 


BONE METASTASES FROM CARCINOMA OF COLON AND RECTUM. E. Delannoy 
and M. Martinot. La Presse Medicale 67 :2049-2052 (Nov.), 1959. 


Four observations are presented. Two of 
them concern metastases of the spine and 
scapulohumeral area, occurring 4 years re- 
spectively after resection of sigmoid cancer 
and amputation of rectal carcinoma. In the 
two other cases, metastases were found si- 
multaneously with right colic cancer and 
sigmoid carcinoma, respectively on one rib, 
skull and clavicle. 

Statisically, frequency of such metastases 
is 1 to 3 per cent; much less than from 
breast, prostate, thyroid and even gastric 
cancer. 

The different methods of cancer cells 
embolization are reviewed: 1. by the way 
of portal vein, two filters have to be crossed 


over (liver and lung) before reaching 
systemic circulation. 2. by the portacaval 
shunt represented by veins, 
only the lung acts as a filter between the 
primary tumor and arterial circulation. 3. 
finally the venous system of the spinal cord 
offers another way for metastatic cells. 
Symptomatology is not different from 
other bone metastases but the lytic form is 
more frequent at roentgen examination. 
When looking back to primary cancer, in 
the presence of apparently isolated bone 
metastases, one has to research rectal or 
colic carcinoma, after one has eliminated 
the more usual primary localizations. 
Guy ALBOo?T 


DUODENAL MOBILIZATION IN GASTRECTOMY: Mandel Weinstein, Morton Rob- 
ert and Brian Reynolds. Am. J. Surg. 98:713 (Nov.), 1959. 


The purpose of this study is to describe 
a planned type of operative procedure 
found to be valuable during the past four 
years in almost all operations for duodenal 
ulcer, in which the lesion was considered 
resectable. The most difficult part of gas- 
trecomy for duodenal ulcer is the mobiliza- 
tion of the duodenum. This is described 
whereby the operation proceeds along 
planes of normal tissue, thus avoiding trau- 
ma to the surrounding important structures. 
The dissection for mobilization begins at 
the inferior safe zone to the right of the 
inferior border of the duodenum just be- 
yond the pylorus. The upper extremity of 


the pancreaticoduodenal adhesion is ap- 
proached through the superior safe zone 
by sectioning the superficial layer of the 
hepatoduodenal ligament. 

A list of complications in mobilization is 
described and includes injuries to the pan- 
creatic duct, trauma to the bile duct and 
duodenum resulting in fistula, as well as 
pancreatitis. These observations were stud- 
ied over a period of four years. 

Of a total of 170 gastrectomies per- 
formed for patients with duodenal Hl 
according to this technic, all but one pa- 
tient recovered from surgery and left the 
hospital with well healed wounds. There 
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was one fatal case of a patient with acute 
ancreatitis, and one patient with a non- 
Fatal duodenal fistula. 

The authors do not advise planned mo- 
bilization of the duodenum for any ulcer 


that lies in a vulnerable part of the duode- 
num, but instead advocate surgical treat- 
ment in a much safer manner. 


J. DePrizio 


RUPTURE OF AN ABDOMINAL AORTIC HOMOGRAFT, WITH ILEAL FISTULA: 
Lester A. Hagland, William R. Sweetman and Robert A. Wise. Am. J. Surg. 98:746 


(Nov.), 1959. 


Although the initial results of arterial 
homo: replacement have been brilliant, 
it is apparent that ruptures are becoming 
more common. Such an occurrence is re- 

rted in an aortic bifurcation arterial 

omograft three years after resection of an 
abdominal aortic aneurysm. 

Since most ruptures have occurred in the 
early postoperative period, it is difficult to 
account for one after three years. The site 
of rupture in their patient could have been 
at an aneurysmal dilatation of a branch 
stump. 


A case report of a 62-year old white 
male, who developed three aortic ileal fis- 
tulas resulting in severe hemorrhages into 
the intestines within a short period of time 
is given. There was a successful repair of 
the first two ruptures, but the last one was 
fatal. 

The authors believe that in view of the 
rapid recurrence of the aortoileal fistula, 
after the initial suture, that local repair of 
the defect is hazardous. Complete replace- 
ment is certainly the procedure of choice. 

J. DePaizio 


HYPOPROTEINEMIA ANTEDATING INTESTINAL LESIONS, AND POSSIBLY 
DUE TO EXCESSIVE SERUM LOSS INTO THE INTESTINE: H. Holman, W. 
Nickel and M. Sleisenger. Am. J. M. 27:963 (Dec.), 1959. 


Six — are reported with “idiop- 
athic” hypoproteinemia and rapid loss of 
albumin aie gamma globulin from the 
plasma. The appearance of hypoproteine- 
mia antedated the development of intestinal 
lesions in three of these patients. 

Albumin and gamma globulin have been 
demonstrated in the intestinal juice of these 
— and of normal persons. The possi- 

ility exists that the hypoproteinemia is a 


consequence of excessive loss of serum pro- 
tein into the intestine. 

Experiences with treatment are present- 
ed. Two patients improved greatly after 
resection of diseased intestine. 

Although all the intestinal lesions a 
peared to be inflammatory, no specific 
pathological classification was possible. 


Joun M. McManon 


LIVER AND BILIARY TRACT 


THE PATHOLOGY OF PSITTACOSIS, A REPORT OF TWO CASES WITH HEPA- 
TITIS: E. M. Yow, J. C. Brennan, J. Preston and S. Levy. Am. J. Med. 27:739 (Nov.), 


1959. 


The clinical features of turkey-borne 
psittacosis are described as they were ob- 
served in an outbreak infecting 24 of 40 
workers. 

Two of the patients infected in this 
epidemic exhibited clinical and laboratory 
evidence of hepatitis with renal decom- 


pensation. One of the a died and 


autopsy findings revealed a severe inter- 
stitial pneumonitis with tracheobronchitis, 
acute toxic nephrosis, acute re- 
active hepatitis, and multiple focal lym- 
phocytic meningitis. 


Joun M. McManon 
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SURGICAL ASPECTS OF BILIARY TRACT DISEASE: C. H. Richardson, Jr. J.M.A. 
Georgia 48:563 (Nov.), 1959. 


As a result of a review of 150 surgical 
procedures of the biliary tract the author 
recommends removal of all diseased gall- 


The use of operative cholangiography is 
indicated whenever common duct pathol- 
ogy is suspected but not in the large soli- 


bladders with or without calculi unless the 
operative risk is prohibitive. 

A concerted effort to discover and cor- 
rect common duct pathology is indicated. 


tary calculus with small ducts and no 
jaundice. Its use in the elderly is ques- 
tioned because of increased operating time. 

GLENN S. Rost 


PORTAL VENOUS PRESSURE IN “PIPESTEM”, FIBROSIS OF THE LIVER DUE 
TO SCHISTOSOMIASIS: A. H. Aufses, F. Schaffner, W. S. Rosenthal and B. E. 
Herman. Am. J. Med. 27:807 (Nov.), 1959. 


PORTAL HYPERTENSION DUE TO SCHISTOSOMIASIS MANSONI. M. R. Garcia- 


Palmieri and P. A. Marcial-Rojas. Am. J. Med. 27:811 (Nov.), 1959. 


Two cases of schistosomiasis are de- 
scribed. In the first, a case of portal 
hypertension with esophageal varices due 
to schistosomiasis is presented in which 
the wedged hepatic vein pressure was nor- 
mal whereas the splenic pulp pressure and 
mesenteric vein pressure were high. The 
hepatic involvement was of the type de- 
scribed as “pipestem” fibrosis, an instance 
of extraparenchymal portal fibrosis. The 
resulting portal hypertension is similar in 
genesis to that of extrahepatic portal vein 
obstruction rather than to the intrasinu- 
soidal hypertension characteristic of true 
cirrhosis. 

The second case—a patient with portal 
hypertension due to schistosomiasis man- 


soni who withstood 33 episodes of hemate- 
mesis is described. 

In this case there was marked portal 
hypertension accompanied by minor alter- 
ations in liver function tests and in the 
structure of the liver parenchyma. These 
differences are important in the clinical 
differentiation of this disease from patients 
with portal hypertension due to portal 
cirrhosis of the liver. 

Decompressive portal surgery is tolerat- 
ed better in patients with portal hyper- 
tension due to schistosomiasis than in 
those with portal cirrhosis, because of the 
lesser degree of parenchymatous hepatic 
damage. 

Joun M. McManon 


JAUNDICE DUE TO PROCHLORPERAZINE: F. A. Solomon, Jr. and F. A. Campagna. 


Am. J. Med. 27:840 (Nov.), 1959. 


A case of jaundice due to beet 


zine (compazine) is presented, with perti- 
nent laboratory data including liver biopsy. 
The jaundice was of the intrahepatic ob- 


structive type resembling in 
that reported in association with the ad- 
ministration of chlorpromazine. 

Joun M. McManon 


IDIOPATHIC HEMOCHROMATOSIS: T. Bothwell, I. Cohen, O. Abrahams and S. M. 


Perold. Am. J. Med. 27:730 (Nov.), 1959. 


Fifty-two immediate relatives of six pa- 
tients suffering fom idiopathic hemochro- 
matosis were examined. In 11 subjects with 
raised serum iron levels three were found 
to have the fully developed disease while 
five others showed varying degrees of iron 
excess on liver biopsy. 

These results support the concept that 
idiopathic hemochromatosis is a Familial 


disorder in which the absorption of exces- 
sive amounts of iron from the gut eventu- 
ally leads to massive accumulation of iron 
within the body. The disease is probably 
the result of a autosomal genetic defect of 
incomplete penetrance and/or variable ex- 
pressivity which is transmitted as a Men- 
delian dominant. 

Joun M. McManon 
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LIVER CELL NECROSIS IN CHLORPROMAZINE JAUNDICE (ALLERGIC CHO- 
LANGIOLITIS), A SERIAL STUDY OF TWENTY-SIX NEEDLE BIOPSY SPECI- 
MENS IN NINE PATIENTS: Am. J. Med. 27:708 (Nov.), 1959. 


Nine patients with chlorpromazine jaun- 
dice were studied for periods varying from 
43 days to over three years. Twenty-six 
needle biopsy specimens of the liver were 
obtained in these nine patients, varying 
from one to five biopsy specimens per 
patient. 

Although much less prominent than in 
viral hepatitis, necrosis of liver cells is 
found in chlorpromazine jaundice, notably 
in the centrolobular zones adjacent to the 
evidences of cholestasis, and frequently 
also in periportal intralobular extensions of 
the portal exudate. It is accompanied and 
followed by intarlobular liver cell regen- 
eration, characterized both by multinucle- 
ation and by mitosis. The necrosis of liver 
cells is reflected in rises in serum glutamic- 
pyruvic transaminase, and to lesser degree 
in serum glutamic-oxaloacetic transami- 
nase. The findings suggest that necrosis of 


liver cells (hepatitis) may play a more 
important role in the causation of chlor- 
promazine jaundice than is generally 
recognized. 

The disease histopathologically is of 
prolonged duration compared with the 
transitory This duration 
is reflected in the laboratory measure- 
ments, particularly in the serum 
phosphatase, and often in persisting 
eosinophilia. There was no evidence in 
these cases of the development of perma- 
nent residual damage or fibrosis in the 
liver, although a transient portal fibrosis 
was duvel to follow resolution of the 
portal infiltrations. 

Disorganization and necrosis of inter- 
lobular bile ducts, followed by their re- 
generation, occurred in the two most se- 
vere cases of this series. 

Joun M. McManon 


PATHOLOGY AND LABORATORY RESEARCH 


EFFECT OF GONADECTOMY ON EXPERIMENTAL PEPTIC ULCERATION: 
G. B. Singh and R. C. Shukla. Indian J. M. Res. 47:287 (May), 1959. 


Experimental studies were undertaken to 
study the effect of gonadectomy on gastric 
mucosa and gastric secretion of normal 
rats and on the degree of ulceration in 
pyloric-ligated rats. 

It was noted that ovariectomized rats 
showed increased degree of gastric ulcera- 
tion and significantly higher values of pep- 
tic activity than nonovariectomized rats. 


The possible mechanism of enhanced ul- 
ceration was discussed. 

It was found that orchidectomy did not 
influence either the gastric secretion or the 
degree of ulceration. 

Also observed was the fact that gona- 
dectomy alone, without ligation, had no 
ulcerogenic effect on the gastric mucosa. 

Morton ScHWARTZ 


NEOMYCIN IN THE CONTROL OF OUTBREAKS OF INFANTILE GASTRO- 
ENTERITIS: W. Roberts and B. A. Woodger. Scottish M. J. 4:228 (May), 1959. 


An attempt was made to evaluate the 
effectiveness of neomycin as a prophylac- 
tic agent in the control of infantile gastro- 
enteritis in a gastroenteritis ward of the 
authors’ hospital in Glasgow, Scotland. 
Since neomycin has no systemic toxic ef- 
fects when given orally and has other ad- 
vantages over such antibiotics as strepto- 
mycin, chloramphenicol, tetracycline, etc., 
it was felt to be most suitable for pro- 
longed administration. The method used 
was to treat all patients admitted to the 
gastroenteritis ward with neomycin until 


dismissed. This procedure was adopted for 
three months and the cross-infection rate 
was then compared with that obtained for 
the previous three months and observa- 
tions were made on the effect of neomycin 
on the fecal excretion of serological types 
of E. coli. 

In the first period of general treatment 
there were 86 admissions of which 27 (31.4 
per cent) were excreting E. coli on admis- 
sion. There were 28 cross-infection inci- 
dents involving 26 (35.7 per cent) pa- 
tients. In the study period 97 patients were 
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admitted. Twenty (20.6 per cent) were 

sitive on admission. There were only 
our (4.1 per cent) cross-infection inci- 
dents during this period. Twenty-eight out 
of 31 positive cases (92 per cent) treated 
with neomycin for 5 days or continuously 


to dismissal became negative within an 
average of 2.1 days. The control of an 
outbreak of infantile gastroenteritis in a 
children’s pneumonia ward is described. 


Louis A. RosENBLUM 


LACTIC DEHYDROGENASE ACTIVITY IN GASTRIC JUICE IN THE DIAGNOSIS 
OF GASTRIC CANCER: A PRELIMINARY REPORT: Steven Schenker. Am. J. 


Digest. Dis. 4:412-418 (June), 1959. 


A remarkable discovery may be hidden 
in this publication notable for its wrayer | 
and modesty. The interested reader 
remember that dehydrogenase is an en- 
zyme capable of mobilizing hydrogen from 
a substrate enabling it to acted 
upon by a h en acceptor, a coenzyme. 
Lactic oxidizes alpha hy- 
droxy acids to alpha keto acids. The au- 
thor based his experiment on Wroblewski’s 
observation of lactic dehydrogenase (LD) 
activity in serous effusions caused by des- 


quamated carcinoma. In applying this ob- 
servation the author determined LD activ- 
ity in the nonacid gastric juice of four 
groups of patients. Group 1, consisted of 
11 normal controls; group 2, of eight with 
uncomplicated pernicious anemia; group 3, 
of seven with benign gastric ulcer; group 
4, of seven with gastric cancer. LD activ- 
ity was markedly higher in group 4 than 
in groups 1, 2, and 3. 


WALTER CANE 


GLUCURONIDE FORMATION IN PATIENTS WITH CONSTITUTIONAL HEPATIC 
DYSFUNCTION (GILBERT’S DISEASE): Rudi Schmid and Lydia Hammaker. New 


England J. Med. 260:1310 (25 June), 1959. 


Six patients with Gilbert’s disease and 9 
normal controls were studied after admin- 
istration of N-acetyl-p-aminophenoa non- 
toxic compound that is excreted in the 
urine as a glucuronide. No difference in 
plasma concentration or in urinary excre- 
tion of the glucuronide was observed be- 
tween icteric and control subjects. These 
findings fail to support the concept that in 
Gilbert’s disease a defect in the glucu- 
ronide transference systems in the liver is 
responsible for the retention of nonconju- 
gated bilirubin in the plasma. It is con- 


ceivable but unlikely, however, that differ- 
ent enzyme systems are msible for the 
formation of aminophenyl glucuronides and 
of bilirubin glucuronide. Also NAPA con- 
jugation may occur outside the liver and 
thus would fail to reflect a possible defect 
in bilirubin glucuronide formation. The 
authors believe however it more likely 
that the defect involved is one of transport 
of nonconjugated bilirubin to the liver cell 
rather than a defect of glucuronide for- 
mation. 

D. EICHHORN 


HEPATIC INVOLVEMENT IN EXTRAPULMONARY TUBERCULOSIS. R. J. Korn, 
W. F. Kellow, P. Heller, Bernhard Chomet and H. J. Zimmerman. Am. J. Med. 27:60 
(July), 1959. 


Hepatic function was studied in 50 pa- 
tients with extrapulmonary _ tuberculosis. 
Abnormalities of one or more of the liver 
function and/or serum protein tests were 
found in all patients. The most frequent 
changes were impaired bromsulfalein ex- 
cretion and hyperglobulinemia. 

Liver biopsy specimens were obtained 
in 30 of these patients. Granulomas were 
demonstrated in 24 or 80 per cent of the 
specimens. Fourteen of the 15 patients 


with elevated alkaline phosphatase levels 
had hepatic granulomas as did ten of the 
15 patients without alkaline phosphatase 
elevation. Microgranulomas were described 
and were considered significant. Focal 
— cell hyperplasia and diffuse sinu- 
soi inflammatory reaction were suffi- 
ciently frequent to be characteristic of he- 
patic involvement in tuberculosis. 


Joun M. McManon 
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BIOCHEMICAL, BLOOD GAS AND PERIPHERAL CIRCULATORY ALTERATIONS 
IN HEPATIC COMA. M. P. Tyer and H. O. Sieker. Am. J. Med. 27:50 (July), 1959. 


Biochemical and blood gas measure- 
ments were obtained in 49 patients with a 
variety of liver diseases. 

A progressive increase in arterial am- 
monia concentration with increasing cere- 
bral dysfunction was observed. 

The presence and extent of coma corre- 
lated more closely with arterial than pe- 
ripheral venous ammonia concentrations. 

The patients with cerebral dysfunction 
exhibited a significantly greater respiratory 


alkalosis than alert patients. It appeared 
likely that the alkalosis contributed to the 
disordered consciousness. 

Marked variation of arterial oxygen sat- 
uration was observed. 

None of the findings noted were neces- 
sarily of prognostic significance. However 
the presence of azotemia with associated 
oliguria was seen only in patients who 
died. 

Joun M. McManon 


RECTAL CORTISOL IN THE THERAPY OF ULCERATIVE COLITIS: A.M.A. Arch. 


Int. Med. 104:266 (Aug.), 1959. 


To evaluate the efficacy of rectal corti- 
sone a solution of 200 mg. of Solu-Cortef 
in 100 c.c. of saline was instilled rectally 
once daily to a number of patients. Others 
received saline enemas and served as con- 
trols. Clinical response to cortisone therapy 
was satisfactory in a number of persons 
with mild and moderate changes and a his- 
tory of recent onset. Severe and extensive 
involvement of the colon and_ prolonged 


EFFECT OF ANTIPERISTALTIC GUT SEGMENTS ON INTESTINAL 
TIME: J. M. Hammer. J. Michigan M. 


The authors studied the effect of the in- 
sertion of a reversed intestinal segment. It 
has long been held that such a reversal is 
fatal to animals. In animals in which 75 
and 80 per cent of the small intestine was 
removed and no segment reversed, all ani- 
mals died within three months of cachexia. 
In the same experiment in which Pamine 
was added to the diet, four of the six 
animals survived but proved difficult to 
maintain because of the side-effects from 
large doses of the drug. In animals in 
which 80 to 90 per cent of the small in- 
testine was removed and the distal inch of 
the remaining small bowel was reversed 
and reinserted in an antiperistaltic manner, 


duration of the disease were contraindica- 
tions to this form of therapy as it was in- 
effective. A few of the successfully treated 
patients showed relapse 48 hours after ces- 
sation of therapy. This was demonstrated by 
repeated rectoscopic examinations. Rectal 
cortisone is particularly useful in some pa- 
tients where systemic use of steroids is 
contraindicated. 

H. B. EIs—eNstapt 


EMPTYING 


Soc. 58:1289 (Aug.), 1959. 


9 of the 12 animals survived for two years 
and maintained weight. The short reversed 
segment acts to delay emptying time, 
causes marked hypertrophy and dilatation 
of the intestine, permits digestion to pro- 
ceed, with a normal blood chemistry. In 
humans with mesenteric thrombosis, trau- 
ma, regional ileitis and fistula, but espe- 
cially in mesenteric thrombosis, it may be 
necessary to remove 80-90 per cent of the 
small bowel. Conceivably a reversed seg- 
ment in such patients might prevent star- 
vation, cachexia and a fatal outcome of 
many such patients. 


SAMUEL L. IMMERMAN 


DETECTION OF ACHLORHYDRIA BY TUBELESS GASTRIC ANALYSIS WITH 
BETAZOLE HYDROCHLORIDE AS THE GASTRIC STIMULANT: Harry L. Segal, 
James C. Rumbold, Bernard L. Friedman and Michael M. Finigan. New England 


J. Med. 261:544 (10 Sept.), 1959. 


A study was undertaken to compare the 
efficacy of Betazole Hydrochloride as com- 
pared with caffeine as the gastric stimulant 


in the detection of achlorhydria by the 
tubeless gastric analysis technic. Of 149 
patients found to be achlorhydric with the 
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use of caffeine as the gastric stimulant 51 
per cent were found to have free hydro- 
chloric acid after the use of 50 mg. of 
Histalog orally. In a group of patients using 
100 mg. of Histalog there was no signi- 
cant increase in the percentage of acid 
secretors as when the 50 mg. dose was 
used. 

In a group of 86 persons tested by simul- 
taneous intubation and a tubeless proce- 
dure with a 50 mg. dose of Histalog by 
mouth as the te. there was revealed 
8 false negative (9 per cent) and two 
false positive (2 per cent) reactions as 
compared with a previous statistic with 
the use of caffeine as the gastric stimulant, 
in which there was 7 per cent false nega- 


tive and 3 per cent false positive reactions. 
The authors speculate that the slightly 
higher percentage of false negative tests 
with the use of Betazole Hydrochloride 
may be due to some indirect action of the 
compound on the absorption or excretion 
of the Azure A dye, as used in the tubeless 
technic. 

The side-effects with the use of the 50 
mg. dose of this compound were insignifi- 
cant, and therefore, the authors conclude 
that Betazole Hydrochloride is a safe and 
effective stimulant in the detection of 
achlorhydria by the tubeless gastric analy- 
sis. 


Ezra J. EpsTEIn 


ROMACH 


FOR PEPTIC ULCER 
Succeeds in 90% of Cases 


Many published articles have established the outstanding 
value of Romach tablets for prompt relief and ultimate healing 
of gastric and duodenal ulcers. 

A study in England reported a satisfactory response to 
Romach in 90% of cases. 

Try An American article? reported relief of pain without analgesics 
in 92% cases, weight gains averaging 7.9 lb. in 93% cases, 
ROMACH control of occult blood in stools in 100% cases, and ultimate 
and be roentgenographic healing of the ulcers in 81% cases. 
° The rec nded dosage of Romach is 2 tablets in tepid 
convinced water immediately after meals. 
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BOOK REVIEWS FOR GASTROENTEROLOGISTS 


A TEXTBOOK OF MEDICINE: Edited by Russell L. Cecil, M.D., Se.D., Professor of 
Clinical Medicine Emeritus, Cornell University, Robert F. Loeb, M.D., Se.D., D. Hon. 
Causa, LL.D., Bard Professor of Medicine, Columbia University, Associate Editors: 
Alexander B. Gutman, M.D., Ph.D., Professor of Medicine, Columbia University; 
Walsh McDermott, M.D., Livingston Farrand, Professor of Public Health and Pre- 
ventive Medicine, Cornell University; Harold G. Wolff, M.D., Professor of Medicine 
(Neurology), Cornell University. Tenth Edition, 1665 pages, illustrated, W. B. 
Saunders Co., Philadelphia, Pa., 1959. 1 Vol. Price $16.50. In 2 Vols. Price $20.50. 


When a volume of this type reaches the 
tenth edition, there is no doubt that it is 
an authoritative text which incorporates the 
latest developments in pathological physiol- 
ogy and also covers subjects which have 
not been included in previous editions. De- 
spite the inclusion of this new material 
there has been no limitation of clinical dis- 
cussion. 

In addition to the previous contributors 
the editors have added new ones to replace 
those who died between editions. 

Medical students, physicians and even 


faculty members of undergraduate and 
graduate medical schools, physicians pre- 
paring for the written and/or oral Board 
examinations are advised to read systemati- 
cally this fountain of information. 

Normal laboratory values of clinical im- 
portance plus the index enhance the value 
of the text. 

The editors, the contributors and W. B. 
Saunders, the publishers, are to be com- 
mended for bringing out this beautifully 
printed, illustrated and bound volume. 


HYPERTENSION—The First Hahnemann Symposium on Hypertensive Disease: 
Edited by John H. Moyer, M.D., Professor and Chairman of the Department of Medi- 
cine, Hahnemann Medical College and Hospital, with the assistance of John R. Beem, 
M.D.; Robert Bower, M.D.; Joseph DiPalma, M.D.; Arthur Grollman, M.D.; William 
Likoff, M.D.; Lewis C. Mills, M.D., 790 pages, illustrated, W. B. Saunders Co., Phila- 


delphia, Pa., 1959. Price $14.00. 


It would take many pages to describe 
this monumental volume on hypertension. 
In order not to delay the review, the re- 
viewer feels that only after re-reading care- 
fully the entire text will he be able to report 
on the outstanding contributions and the 
numerous suggestions for diagnosis and 


treatment. 

It is, however, highly recommended to 
all physicians as a most useful working text 
on hypertension and Dr. Moyer, his co- 
workers and the publisher are to be con- 
gratulated on their untiring efforts. 


DIGESTIVE SYSTEM, UPPER DIGESTIVE TRACT, Part I of Volume III: Prepared 
by Frank H. Netter, M.D. Edited by Ernst Oppenheimer, M.D., The Ciba Collection 
of Medical Illustrations, 206 pages, 172 full-color illustrations with descriptive text, 
Commissioned and published by Ciba, 1959. Price $12.50. 


Nine consultants and contributors have 
made possible the publication of this most 
excellent and authoritative volume of the 
upper digestive tract. Medical students, doc- 
tors preparing for licensing examinations or 
specialty boards, will be greatly benefited 
by reading the text and studying the illus- 
trations. General practitioners, specialists in 
gastroenterology, dentists and oral surgeons 
will find diseases of the mouth and pharynx 
a veritable mine of information. Not only 
does it deal with normal and abnormal 


states, it also depicts the various manifesta- 
tions found locally and in systemic diseases. 
It is unbelievable that the authors and the 
artist, Dr. Netter, have been able to show 
all these lesions in one volume. 

The diseases of the esophagus, pages 148 
to 156, are excellent. From here on the re- 
viewer was entranced with the section on 
the stomach by Dr. Nissen. 

Extensive references and cross index 
complete the text. 

This is a most remarkabe presentation 
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and the price is intended only to meet the 
cost. It is recommended to all those who 
need a handy reference. It serves its pur- 
pose well, as a reference book for teachers, 


OF GASTROENTEROLOGY 


undergraduate and graduate medical and 
dental students, general practitioners and 
specialists. 


MANUEL DE GASTROSCOPIE PRATIQUE: Edited by Alexandre d’Oblonsky with a 
preface by Dr. Raymond Dupuy, 55 pages, paper cover, Masson & Cie, Paris, France, 


1959. Price 950 Fr. 


Although only 54 pages, the text is suffi- 
cient to orient the gastroscopist on the nec- 
essary precaution in the use of the gastro- 


scope, the preparation of the patient, the 
introduction of the instrument, and the 
findings in a given case. 


DAS DIAGNOSTICHE PNEUMOPERITONEUM: Prof. Dr. Med. A. Gebauer, Frank- 
furt, A/M, with an introduction by Professor Dr. F. Hoff, Director the Ist Medical 
University Clinic, Frankfurt, A/M, 69 pages, illustrated, Georg Thieme Verlag, 


Stuttgart, Germany, 1959. Price $4.30. 


Pneumoperitoneal diagnosis, which at one 
time was performed more often, now has 
been revived in some institutions. Where 
abdominal diagnosis by x-ray is not feasible 
or questionable or where liver puncture 
does not yield the desired information, 


dominal organs and the peritoneum. 

The newer methods have again stimu- 
lated this procedure and have been found 
a useful guide in determining the presence 
or absence of adhesions or even tumors, be- 
fore laparotomy. 


Although the text is written in German, 
the illustrations are clear and depict the 
idea conveyed by the author. 


Pneumoperitoneal diagnosis may often aid 
the surgeon in arriving at a more accurate 
means of determining the state of the ab- 


antacid efficacy of GUSTALAC 
compared to other leading antacids 


patients welcome the pleasant way 


a 


GUSTALAC 


TABLETS 


give immediate relief from 


Gastric and Duodenal ULCERS 


HYPERACIDITY 
Heartburn of Pregnancy 


510 20 30 60 120 
TIME IN MINUTES 


Comyples and literature on request 


GERIATRIC 
PHARMACEUTICAL 


CORPORATION 
Bellerose, N. Y. 


Each dose eases pain, ‘‘burning’’ and eructation for 
2% hours — two tablets are equal in buffering value 
to 10 oz. of milk. Does not cause acid rebound, con- 
stipation or systemic alkalosis. 


PLEASANT TASTING GUSTALAC tablets each provide: 
the ‘“‘most potent antacid,"’"! superfine calcium car- 
bonate (300 mg.), buffer-enhanced by a special high 
protein defatted milk powder (200 mg.). 


DOSAGE: 2 tablets chewed or swallowed 
q. 2 to 3 h. PRN and on retiring. 


1. Kirstner, J. B.: J.A.M.A. 166:1727, 1958. 


Ploneers in Geriatric Research 


pH 
7.8 
GUSTALAC 
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double 
trouble 
of the pve 
g.i. tract? 


provides 
dual action oxyphencyclimine 
H the inherenti 
in the 

plus 25 mg. 
therapeutic the tranquilizer 
that does not stimulate 

attack gastric secretion 


ENARAX 


A SENTRY FOR THE G.I. any B.1.D. 


Proven effective for continuous relief of both physical and emotional aspects of G.|. disease — 
hypermotility, hyperacidity, and hyperemotivity. One tablet b.i.d. provides 24-hour control of 
symptoms in peptic ulcer, gastritis, gastroenteritis, colitis, functional bowel syndrome, duodenitis, 
hiatus hernia (symptomatic), irritable bowel syndrome, pylorospasm, cardiospasm, biliary tract 
dysfunctions, and dysmenorrhea. ENARAX has been successful in 92% of cases.'-? Let your G.I. 
patients profit from its dual, full-time therapeutic action. 


Dosage: One-half to one tablet twice daily — preferably in the morning and before retiring. The maintenance 
dose should be adjusted according to the therapeutic response. Use with caution in patients with prostatic 
hypertrophy and only with ophthalmological supervision in glaucoma. Supplied: In bottles of 60 black-and-white 
scored tablets. Prescription only. 


References: 1. Hock, C. W.: Am. J. Gastroenterol. 34:293 (Sept.) 1960. 2. Leming, B. H., Jr.: Clin. Med. 6:423 (Mar.) 
1959. 3. Data in Roerig Medical Department files. tbrand of hydroxyzine 


New York 17, N.Y. 
FOR HEMATOPOIETIC STIMULATION WHERE OCCULT BLEEDING Division, Chas. Pfizer & Co., Inc. 
IS PRESENT HEPTUNA® PLUS THE COMPLETE ANEMIA THERAPY Science for the World's Well-Being™ 
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rectal 
examinations 
made faster, 


easier, 
more revealing 


Growing emphasis on rectal examinations for all patients— 
particularly as an aid in early detection of cancer—calls for easy, 
rapid, yet thorough bowel cleansing. The ready-to-use Fleet Enema, with 
only 4% fl.oz. of standardized solution, produces a clean, more relaxed, 
mucus-free bowel in about 10 minutes, after which the examination may 
proceed.’* The pre-lubricated, anatomically correct 2-inch rectal tube 
makes insertion easy and safe. Fleet Enema gives “excellent” results 
without inflammation, dehydration, or gas. 


Fleet Enema can be prescribed with con- 100 cc. contains: 16 Gm. sodium biphos- 
fidence for a variety of diagnostic and phate and 6 Gm. sodium phosphate in 
therapeutic purposes (including use be- 4¥2-fl.oz. squeeze bottle. Pediatric size, 
fore and after barium enema). Systemic 2% fl.oz. Also available: Fleet Oil Reten- 
absorption is negligible.5 tion Enema, 44-fl.oz. ready-to-use unit 
containing Mineral Oil U.S.P. 


1. Nesselrod, J. P.: Clinical Proctology, ed. 2, Philadelphia, 
Saunders, 1957. 2. Page, S. G., Jr., et al.: J. A. M.A, 
157:1208, Apr. 2, 1955. 3. Gross, J. M.: J. Internat. 
Coll. Surgeons 23:34, Jan., 1955. 4. Page, S. G., Jr. 


et al.: Gastroenterology 32:747, Apr., 1957. 5, Hellman, 
L. D.: To be published. ® 


C. B. FLEET CO., INC. Lynchburg, Virginia READY-TO-USE SQUEEZE BOTTLE 
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after milk and rest, why Donnalate? 


Because Donnalate combines in a single tablet several effective, comple- 
mentary agents which help promote your basic plan for therapy. 


for gastric or duodenal provides — 


Dihydroxyaluminum aminoacetate for more consistent neutralization than 
that afforded by diet alone; Phenobarbital for gentle sedation; Belladonna 
alkaloids to reduce G. |. spasms and gastric secretions. By decreasing peristal- 
sis and hypermotility, they increase the effective time of the antacid. 


Each Donnalate tablet equals one Robalate® tablet plus 1/2 Donnatal® tablet: 
Dihydroxyaluminum aminoacetate, N.F., 0.5 Gm.; Phenobarbital (% gr.), 
8.1 mg. (Warning: May 2 habit-forming); Hyoscyamine sulfate, 0.0519 mg.; 


‘Atropine sulfate, 0.0097 mg.; Hyoscine hydrobromide, 0.0033 mg. 

A.H.Robins Co. inc. 
® ~ RICHMOND 20, VIRGINIA g 
Making today’s medicines with integrity 


+... seeking tomorrow’s with persistence, 


‘ 
: 
AEE 
- ~ ~ ~ 
i 
4 
a” 
3 
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Daricon 


anticholinergic 
with 
staying power 


Gastric 


continuous 


rest 


*1 TABLET P.M. 
usually assures nightlong freedom 
from pain by providing prolonged and 
sustained (8-12 hours’) anticholiner- 
gic action that combats nocturnal 
increase in the basal gastric secretion 
of peptic ulcer patients 


*1 TABLET A.M. 
usually assures uninterrupted daytime 
control of gastric hypersecretion 
without dependence on the repeat 
doses required of shorter-acting anti- 
cholinergics 


Science 

for the world’s 
well-being ® 

(Pfizer) 

PFIZER LABORATORIES 

Division, 

Chas. Pfizer & Co., Inc. 

Brooklyn 6, New York 
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IN BRIEF \___ 


DARICON is oxyphencyclimine hydrochlo- 
ride, a long-acting, highly effective anticho- 
linergic. DARICON provides 24-hour relief 
from the pain and discomfort associated 
with g.i. disturbances, usually on just b.i.d. 
dosage. 


Indications: DARICON is valuable for the 
adjunctive management of peptic ulcers — 
duodenal, gastric and marginal types; 
functional bowel syndrome irritable 
colon, spastic colon including mucous 
colitis; pylorospasm, cardiospasm; chronic, 
nonspecific ulcerative colitis; biliary tract 
disease, including cholecystitis and choleli- 
thiasis; hiatus hernia accompanied by 
esophagitis or ulcer; gastritis, acute or 
hypertrophic; duodenitis; bladder spasm 
with or without cystitis; ureteral spasm, as 
with stones or pyelonephritis. 

Side Effects and Precautions: Dryness of 
the mouth is the most common peripheral 
effect. Blurring of vision, censtipation, and 
urinary hesitancy or retention occur in- 
frequently. These effects may decrease or 
disappear as therapy continues, or can be 
minimized by adjustment of dosage. Care 
should be exercised in using DARICON in 
patients with prostatic hypertrophy, in 
whom urinary retention may occur. The 
use Of DARICON as well as other anti- 
cholinergics in patients with an associated 
glaucoma is not recommended except with 
ophthalmological approval and super- 
vision. 

Administration and Dosage: The average 
adult dosage is 10 mg. of DARICON given 
twice daily—in the morning and at night 
before retiring. (Dosage should be ad- 
justed in relation to therapeutic response.) 
As much as 50 mg. daily is acceptable to 
some adult patients. As little as 5 mg. daily 
is therapeutically effective in some adult 
patients. 


Supplied: DaRICcON is supplied as a white, 
scored 10 mg. tablet. 

More detailed professional information 
available on request. 


IN COMING ISSUES 


Papers presented before the 25th 
Annual Convention and Course in 
Postgraduate Gastroenterology of 
the American College of Gastro- 


enterology. 


These, in addition to other orig- 
inal articles, abstracts of current 
literature, editorials and book re- 


views. 


Use convenient coupon below to 
insure your uninterrupted receipt 
of these important issues. 


Use this blank for subscribing to 
American Journal Gastroenterology 


33 West 60th Street 
New York 23, N. Y. 


Enclosed please find $........... for 
which you are to enter my subscription to 
THE AMERICAN JOURNAL OF GASTRO- 
ENTEROLOGY, starting with the......... 


wrerTeiTtT issue, as indicated below. 


f] 1 year $8.00 [] 2 years $14.00 
($10.00 foreign) ($18.00 foreign) 


( please print ) 

Zone......State........ 


— 


A COMPLETE THERAPY FOR 
TREATMENT OF PEPTIC ULCER 


CARBAMINE 


U.S. Pat. No. 2,840,506 


INGESTED EXOGENOUS 
SUBSTRATES 


SUBMUCOSA 


— 
BLOOD AND METABOLIC 
ENZYME SUBSTRATES 


Enzymic imbalance resulting from insufficient substrates may lead to 
peptic ulcer and other digestive disorders (full discussion in article by 
Goodfriend, Vanderkleed and Goodfriend). Carbamide has been designed 
to supply substrates for these enzyme systems, and thus aid in relieving 
symptoms, correcting acid-base equilibrium, aiding mucosal healing and 
normal digestion, and restoring homeostasis.’ 


The action of Carbamine medication as a direct approach to the elevation 
of the health status and resistance of gastrointestinal mucosa; its high 
degree of therapeutic effectiveness; and its complete absence of toxicity 
or side-effects indicates that it is an important contribution to the materia 
medica of peptic ulcer and certain other gastrointestinal diseases. ‘) 


FORMULA: REFERENCES : 

Carbamide with citric acid and sodium bi- (1) Goodfriend, Vanderkieed & Goodfriend. ‘‘Enzy- 

carbonate to produce sodium citrate and matic Therapy of Peptic Ulcer and Digestive Disor- 

carbon dioxide when dissolved in water. ders.’’ American Journal Gastroenterology, Vol. 33, 

DOSAGE: No. 1, Pgs. 80-89, January 1960. 

One packet T.1.D. after mealtime and one (2) Kelly, H. T., M. D., ‘Treatment of Gastroduodenal 

packet at bedtime. Ulcer and Certain Digestive Disorders with Mucosal 
Enzyme Substances’’, American Journal of Gastro., 
Vol. 33, No. 12, December, 1960. 


- KEY PHARMACEUTICALS, INC., Miami 37, Fiorida 
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new clinical report 
shows 


heals sooner 
relieves faster 


in peristomal 


itching, pain, excoriation of colosto my 


ileostomy 


as compared to aluminum 
paste, petrolatum, boric acid ointment 
and zinc ointment. This corroborates 
previous study’ on value of soothing, 
lubricating, protective, healing Desitin 
Ointment in colostomy patients. 


tubes of 1 0z., 2 oz., 4 0z. and 1 Ib. jars 


samples and reprint of Weiss paper on request 


1. Weiss, J.: Amer. J. Gastroent., July 1960. DESITIN CHEMICAL COMPANY 
— 812 Branch Ave., Providence 4, R. I. 


In chronic and acute diarrhea 
the most effective symptomatic 
solution to the dual problem 


dual action 


Sorboquel 


(polycarbophilthihexino! methylbromide) 
“The combi- 
nation [SORBOQUEL| often alleviated 
diarrhea after other drugs, including 
opiates, had been ineffectual.”* 


FOR TOO FLUID FECES: 
-our SORBOQUEL Tablets, the 


992 
250 
210. 
E190 
S150 
130. 
110-3 
10 
fost, 
water-binding agent has a hydro- 
sorptive capa ty f 240 cx 


A 30-year-old male with chronic diarrhea of functional origin, 
characterized by marked intestinal hypermotility. With 
SORBOQUEL therapy, the diarrhea was well controlled. This 
24-hour film demonstrates combined antimotility action of thi- 
hexinol methylbromide and the hydrosorptive action of polycarbo- 
phil. (Note the particulate nature of the swollen polycarbophil.) 


FOR TOO FREQUENT EVACUATIONS: 


Ss yr nonopiate action of thihex 


bromide produces prompt and prolonged 
With SORBOQUEIL the le nstrated 
without a marked 

experience, suct 


been p 


CONVENIENT TABLET FORM; 
SIMPLE, UNCOMPLICATED 
DOSAGE SCHEDULE 
dosage: For older children and 
adults, initial dosage of one 
SORBOQUEL Tablet q.i.d. is 
usually adequate. SEVERE DIAR- 
RHEAS MAY REQUIRE SIX, OR 
EVEN EIGHT, TABLETS IN DIVIDED 
DAILY DOSES. (Dosages exceeding 
six tablets a day should not be em- 
ployed over prolonged periods. ) 
side effects: The incidence of 
side effects at recommended dos- 
age is negligible. (The usual 
precautions when using parasym- 
patholytic agents should be ob- 
served.) COMPLETE INFORMA- 
TION REGARDING THE USE OF 
SORBOQUEL TABLETS IS AVAIL- 
ABLE ON REQUEST. 
supplied: SORBOQUEL Tablets, 
bottles of 50 and 250. Each tablet 
contains 0.5 Gm. polycarbophil and 
15 mg. thihexinol methylbromide 
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important new drug in the 
treatment of Amebiasis 


90% cures with ANAMEBA* 


(From Craig and Faust, 
Clinical Parasitology) 


19% INCIDENCE: ANAMEBA SPECIFIC 
FOR AMEBIASIS 


Frye and Lampert! recently studied the 
effect of Anameba in the treatment of 
asymptomatic Endameba histolytica 
carriers. They concluded that ‘‘Results 
of treatment . . . with Anameba in a 
group of 23 carriers of E. histolytica 
were excellent. No toxic reactions or 
side effects were noted among the 49 
subjects who received the drug... 
There was no nausea, diarrhea or other 
sign of toxicity or side effects.” 


RESULTS OF POST-TREATMENT STOOL EXAM- 
INATIONS FOR E. HISTOLYTICA 
No. Positive 


No. of No. Positive After First Course 
Controls | Before Treatment of Treatment 


No. of Patients 
Examined 


Re-examinations four months 
later showed 90% of 
the patients were 
still cured, 


8 DAYS OF TREATMENT RESULTS 
IN 909% CURES 


A single course of treatment (1 tablet t.i.d. for 8 
days) results in improvement or complete allevia- 
tion of symptoms. Relief of symptoms of abdominal 
distress and flatulence is prompt. No toxic reactions 
or side effects occur, and no alteration in diet is 
necessary during Anameba therapy. 


Each Anameba tablet contains: Iodochlorhydroxy- 
quin 125 mg., and Bacitracin-methylene disalicylate 
5000 U.S.P. Units. Supplied: In bottles of 24 tablets. 


When you suspect bi specify ANAMEBA. 
For additional information, please write our Med- 
ical Department. 


1. Frye, W.W., and Lampert, R.: Treatment of 
Asymptomatic Endamoeba histolytica Carriers with 
a Formulation of Bacitracin-Methylene Disalicylate 
and Iodochlorhydroxyquin (Anameba). 

Am. J. Gastroenterol. 34:429-432 (Oct.), 1960. 


CHICAGO PHARMACAL COMPANY 
5547 N. Ravenswood Ave., Chicago 40, Ill. 
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month after month the Micropadi sal curve ascends. 
clearly, users find it good. Mo; i n vr }of them every day. And they 
keep coming back for more. ae 
we asked them why. 
typical responses (verbat 
“ry 
don't tense up. Ma 


we can mx it in huge bat 


that’s the tenor. 


the little more Micropaque costs. 


try it on your next twenty-five GI stun: 3 
If you’re not converted on performances alone we'll tear up the bill. 


“like with barium” 


x-ray 


PICKER X-RAY CORPORATION, 25 SOUTH BROADWAY, WHITE PLAINS, N. Ts 


we asked users ADS 
7 
“I see more: there's no sharp and aminous” 
(a word so expressive of the quality of the films made with® 
Micropaque that We're gratefully taking hearts), 
“It’s easier to prepare, disperses instantly. Ours is a busy department: 
ches because ‘toes 't sour,gettle out, or clump. 
ous. 


KEEPS 
THE STOMACH 
FREE OF PAIN 


THE MIND OFF 


THE STOMACH 


Milpath acts quickly to suppress pain and 
spasm, and to allay anxiety and tension 
with minimal side effects. 


Milpath-400 — Yellow, scored tablets of 
400 mg. Miltown (meprobamate) and 
25 mg. tridihexethyl chloride. Bottle of 50. 
AVAILABLE Dosage: 1 tablet t.i.d. at mealtime and 
2a dtime. 
IN TWO 


Milpath-200 — Yellow, coated tablets of 
POTENCIES: 200 mg. Miltown (meprobamate) and 
25 mg. tridihexethyi chloride. Bottle of 50. 


Dosage: 1 or 2 tablets t.i.d. at mealtime 
and 2 at bedtime. 


Milpath 


®Miltown t+antichulinergic 


WALLACE LABORATORIES Cranbury, N. J. Ww 
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Highly opaque water-soluble contrast medium 
for 


GASTROENTERIC RADIOGRAPHY 


ORAL 


POWDER 


uC AND 
LIQUID 


‘The 
principle 
that makes 


fa duck. 
sink eee 


produces soft, 
normal stools 
in functional 
constipation 


SURF AK 


Water doesn’t roll off this duck’s back... 
because the water is Surfak-treated. Surfak 
decreases interfacial tension between water 
and oil ... penetrates the natural oils in the 
feathers, permits water absorption, adding 
weight so that the duck sinks. 

Similarly, in functional constipation, 
Surfak quickly permeates the heterogeneous 
fecal mass. The superior surfactant action 
of calcium bis-(dioctyl sulfosuccinate) re- 
duces the interfacial tension between the 
aqueous and lipoid phases of the intestinal 
content to minimal values. The result is 
soft homogeneous feces which are easily 
moved to evacuation, naturally. 
DOSAGE: 

Adults: One 240 mg. Surfak capsule daily. 


Children (and adults with minimal needs): 
One to three 50 mg. Surfak capsules daily. 
SUPPLIED: 

240 mg. Surfak capsules in bottles of 15 and 
100. 50 mg. Surfak capsules in bottles of 30 
and 100. 


LLOVD BROTHERS, INC. 


CINCINNATI! 3, OHIO 
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a 
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